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Tiivistelmä, Finnish summary 
Fosfori ja kalsium ovat molemmat luun perusrakennusaineita, joita tarvitaan kestävän 
luuston muodostumiseen ja ylläpitoon läpi elämän. Riittävän kalsiumin saannin 
merkityksestä luuston hyvinvoinnille on vahvaa tutkimusnäyttöä, mutta fosforiin liittyviä 
tutkimuksia on tehty vain muutamia terveillä ihmisillä. Nämä aiemmat tutkimukset ovat 
kuitenkin antaneet viitteitä siitä, että runsas fosforin saanti, etenkin yhdistettynä vähäiseen 
kalsiumin saantiin, olisi haitallista luustolle kohonneen lisäkilpirauhashormonipitoisuuden 
välityksellä terveillä henkilöillä. Samanaikaisesti, kun kalsiumin saanti ravinnosta monilla 
länsimaalaisilla jää liian vähäiseksi, saadaan fosforia ravinnosta 2-3-kertaisesti yli 
ravitsemussuositusten. Tässä väitöskirjassa tutkittiin, onko ravinnon fosforimäärällä ja -
lähteillä vaikutusta kalsiumin ja luun aineenvaihduntaan. Lisäksi tutkittiin ruokavalion 
kalsiumin ja fosforin saantimäärien, ja -suhteiden vaikutusta kalsiumin ja luun 
aineenvaihdunnan keskeisiin merkkiaineisiin. Väitöskirjassa keskityttiin tutkimaan 
terveitä suomalaisia 20–43-vuotiaita naisia. 
 
Väitöskirjatyön ensimmäisessä kokeellisessa tutkimuksessa 20–28-vuotiailla naisilla 
(n=14) tutkittiin erisuuruisten fosforiannosten vaikutuksia. Lisäksi poikkileikkaus-
tutkimusasetelmassa tutkittiin 31–43-vuotiaiden naisten (n=147) ruokavalioistaan saamien 
fosforimäärien yhteyttä kalsiumin ja luun aineenvaihduntaan sekä sitä, onko 
lisäainefosfaatin ja luontaisen fosforin välillä eroa. Väitöskirjatyön toisessa kokeellisessa 
tutkimuksessa selvitettiin voidaanko kalsiumin saantia lisäämällä vähentää runsaan 
ravinnon fosforin saannin aikaan saamia vaikutuksia 20–40-vuotiailla naisilla (n=12). 
Lisäksi tutkittiin ravinnon kalsium-fosforisuhteen yhteyttä kalsiumin ja luun 
aineenvaihduntaan poikkileikkaustutkimuksessa 31–43-vuotiailla naisilla (n=147).  
 
Kokeelliset tutkimukset olivat kontrolloituja ajan ja ravinnon suhteen, ja tutkimuspäivien 
järjestys oli satunnaistettu. Jokainen tutkittava toimi itse itsensä kontrollina. Kokeellisten 
tutkimusten tutkimuspäivien aikana tutkittavilta kerättiin vuorokausivirtsanäytteet ja 
otettiin 5-6 verinäytettä tutkimuksesta riippuen jokaisen 24-h tutkimusvuorokauden 
aikana. Ensimmäisessä kokeellisessa tutkimuksessa tutkittavat saivat kolmena tutkimus-
päivänä aterioiden yhteydessä fosforilisää, josta saatava fosforiannos (250 mg, 750 mg ja 
1500 mg) vaihteli tutkimuspäivinä. Yksi tutkimuspäivä oli kontrollipäivä, jolloin fosfori-
lisää ei nautittu, vaan aterioista saatava fosfori (495 mg/vrk) oli ainoa fosforinlähde. 
Tutkimuspäivän aterioista tutkittavat saivat kalsiumia 250 mg/vrk. Toisessa kokeellisessa 
tutkimuksessa tutkittavien ruokavaliosta saama fosforimäärä oli runsas (1850 mg/vrk) 
vastaten määrältään ensimmäisen kokeellisen tutkimuksen suurimman fosforiannoksen 
fosforin päiväsaantia. Tutkimuksessa tutkittavat saivat aterioiden yhteydessä kahtena 
tutkimuspäivänä kalsiumlisää, josta saatava kalsiumannos (600 mg ja 1200 mg) vaihteli. 
Kontrollipäivänä kalsiumlisää ei nautittu, jolloin ravinnosta saatava kalsium (480 mg/vrk) 
oli ainoa päivän kalsiumlähde. Poikkileikkaustutkimuksessa tutkittavat pitivät neljän 
vuorokauden ajan ruokapäiväkirjaa, ja tutkimuksen aikana heiltä kerättiin 
paastoverinäytteitä ja kolme kertaa vuorokausivirtsanäytteet. Ravintoaineiden saanti 






poikkileikkaustutkimuksissa kerätyistä näytteistä määritettiin keskeisten kalsium ja luun 
aineenvaihduntaa kuvaavien merkkiaineiden pitoisuudet.  
 
Ensimmäisessä kokeellisessa tutkimuksessa ravinnon fosforimäärä annosvastemaisesti 
kohotti seerumin fosfaatti- (S-Pi) ja lisäkilpirauhashormonipitoisuutta (S-PTH). Lisäksi 
suurin fosforiannos (1500 mg/vrk) laski seerumin ionisoituneen kalsiumin (S-iCa) 
pitoisuutta ja vähensi luun muodostusta (S-BALP) ja lisäsi hajoamista (U-NTx) sekä 
vaikutti kaikkiin muihinkin merkkiaineisiin haitallisimmin kaikista tutkimuksessa 
käytetyistä fosforiannoksista. Toisessa kokeellisessa tutkimuksessa ravinnon fosforin 
saannin ollessa runsasta kalsiumin lisääminen ruokavalioon annosvastemaisesti laski S-
PTH pitoisuutta ja U-NTx eritystä sekä kohotti S-iCa pitoisuutta ja täten vaikutti 
edullisesti kalsiumin ja luun aineenvaihduntaan. Silti kalsiumannoksilla ei havaittu olevan 
vaikutusta luun muodostukseen, kun ravinnon fosforimäärä oli suuri, mikä viittaa siihen, 
että tutkimuksessa käytetyillä kalsiumannoksilla (1080 ja 1680 mg/vrk) ei pystytty 
vähentämään kaikkia runsaan fosforin saannin aiheuttamia haitallisia vaikutuksia. 
Liiallista kalsiumin saantia tulee kuitenkin välttää, sillä se voi aiheuttaa muita 
terveydellisiä ongelmia.  
 
Poikkileikkaustutkimuksessa runsas ravinnon fosforin saanti oli yhteydessä kohonneisiin 
S-PTH ja matalampiin S-iCa pitoisuuksiin. Fosforilähteistä lisäainefosfaatteja sisältävän 
ruoan käyttö oli yhteydessä korkeampiin S-PTH pitoisuuksiin. Sen sijaan luontaisen 
fosforin lähteiden runsaampi kulutus oli yhteydessä matalampiin S-PTH pitoisuuksiin kuin 
vähäisempi kulutus. Poikkileikkaustutkimuksessa havaittiin myös, että alhainen ravinnon 
kalsium-fosforisuhde (0.50, moolisuhde) oli yhteydessä samanaikaisesti kohonneisiin S-
PTH pitoisuuksiin ja runsaampaan virtsan kalsium eritykseen (U-Ca), mikä viittaa siihen, 
että alhainen ravinnon kalsium-fosforisuhde voi häiritä kalsiumaineenvaihduntaa ja lisätä 
luun hajoamista. Lisäksi, vaikka tutkittavien kalsiumin saanti oli riittävää tai runsasta, ei 
kukaan tutkittavista saavuttanut ruokavaliossaan suositeltavaa kalsium-fosforimooli-
suhdetta 1. Tämä johtui tutkittavien 2-3-kertaa ravitsemussuositukset (600 mg/vrk) 
ylittävästä fosforin saannista.  
 
Yhteenvetona tutkimuksista todetaan, että terveiden suomalaisnaisten runsas fosforin 
saanti näyttää olevan haitallista kalsiumin ja luun aineenvaihdunnalle, varsinkin, jos 
kalsiumin saanti ravinnosta on vähäistä. Runsaan fosforin saannin haitalliset vaikutukset 
havaittiin sekä kokeellisissa että poikkileikkaustutkimuksissa. Lisäksi kokeellisessa 
tutkimuksessa runsas fosforin saanti lisäsi luun hajoamista ja vähensi muodostusta, mikä 
on haitallista luuston hyvinvoinnille pitkällä aikavälillä. Tämän väitöskirjatyön 
tutkimustulokset viittaavat myös siihen, että lisäaineista peräisin oleva fosfori on 
haitallisempaa kuin elintarvikkeen luontaisesti sisältämä fosfori. Vaikka tämän 
väitöskirjatyön tutkimukset osoittivat, että ravinnon runsaan fosforin saannin haitallisia 
vaikutuksia voidaan vähentää, niin silti niitä ei voida kokonaan poistaa ruokavaliolla, joka 
sisältää riittävästi kalsiumia. Runsaan fosforin saannin vähentäminen näyttäisi olevan 







Phosphorus (P) and calcium (Ca) are essential minerals for bone and are needed for 
optimal bone health throughout life. The importance of adequate Ca intake for the skeleton 
is well established. Less is known, however, about the role of dietary P in bone health, 
especially in healthy individuals. Some earlier studies have suggested that an excessively 
high dietary P intake could be deleterious to bone through increased parathyroid hormone 
(PTH) secretion, but the effects of excessive P intake are poorly understood in healthy 
humans. While the intake of Ca in many Western countries remains below recommended 
levels, the intake of P exceeds 2- to 3-fold the dietary guidelines. In this thesis, the effects 
of different dietary P intakes and sources on Ca and bone metabolism were investigated. 
As the metabolism of Ca and P is tightly bound together, the combined effects of Ca and P 
intakes on the central markers of Ca and bone metabolism were also determined. Healthy 
20- to 43-year-old Finnish women were studied. 
 
In the first controlled study with 20- to 28-year-old women (n = 14), we examined the 
effects of P doses, and in a cross-sectional study with 31- to 43-year-old women (n = 147) 
the associations of habitual P intakes with Ca and bone metabolism. In this same cross-
sectional study, we also investigated whether differences exist between dietary P 
originating from natural P and phosphate additives. The second controlled study 
investigated whether by increasing the Ca intake, the effects of a high P intake could be 
reduced in 20- to 40-year-old women (n = 12). The second controlled study was a sequel 
to the first one. In addition, the associations of habitual dietary calcium-to-phosphorus 
ratios (Ca:P ratio) with Ca and bone metabolism were determined in a cross-sectional 
study design with 31- to 43-year-old females (n = 147).  
 
In controlled studies, the order of the study days was randomized, and within these studies 
all study day meals were identical for each subject on each study day. Each participant 
served as her own control. In both controlled studies, 24-h urine collections were 
performed and 5-6 blood samples were taken in each 24-h study session.  In the first 
controlled study with four study days, the participants were given, in a randomized session 
order, 0 (placebo), 250, 750 or 1500 mg of P during the study day meals. In a placebo 
session, no additional P was given; meals were therefore the only sources of P, providing 
495 mg/d of P and 250 mg of Ca. In the second controlled study with three study days, the 
participants had a high P intake (1850 mg/d) derived from study day meals. The P intake 
corresponded with the highest P dose in the first controlled study. Participants were given, 
in a randomized session order 0 (placebo), 600 or 1200 mg of Ca during the study day 
meals. In the placebo session, no additional Ca was given; thus, meals were the only 
source of Ca, providing 480 mg/d of Ca. In the cross-sectional studies, participants kept a 
4-day food record, and during the study, fasting blood samples and three separate 24-h 
urinary samples were collected. The habitual dietary intake of the participants based on the 
4-day food records was calculated with computer-based programs. In all studies, the 








In the first controlled study, the P dose dependently increased serum phosphate (S-Pi) and 
serum PTH (S-PTH) concentrations. In addition, the highest P dose (1500 mg/d) 
decreased serum ionized calcium (S-iCa) concentration and bone formation (S-BALP) and 
increased bone resorption (U-NTx). Thus, the highest P dose had the most negative effects 
on all markers measured. In the second controlled study, when P intake was high, 
increasing Ca intakes elevated S-iCa concentration and decreased S-PTH concentration 
and bone resorption (U-NTx) in a dose-dependent manner, thus having beneficial effects 
on Ca and bone metabolism. However, not even a high Ca intake could affect bone 
formation (S-BALP) when dietary P intake was excessive. This suggests that higher doses 
of Ca than those used in this study are needed to prevent the effect of excessive P intake. 
However, high Ca doses may increase the incidence of other serious diseases.  
 
In the cross-sectional studies, a higher habitual dietary P intake was associated with lower 
S-iCa and higher S-PTH concentrations. In addition, the consumption of phosphate 
additive-containing foods was associated with a higher S-PTH concentration, while a 
higher consumption of natural P sources was associated with lower S-PTH concentrations 
than a lower consumption of such products. Moreover, habitual low dietary Ca:P ratios 
(0.50, molar ratio) were associated with higher S-PTH concentrations and 24-h U-Ca 
excretions, suggesting that low dietary Ca:P ratios may interfere with homeostasis of Ca 
metabolism and increase bone resorption. In addition, the Ca intake of participants was 
mostly adequate, but none of the participants achieved the suggested Ca:P molar ratio of 1 
in their habitual diets. This was mostly due to the dietary P intake being 2- to 3-fold higher 
than the recommended levels (600 mg/d).  
 
In summary, excessive dietary P intake in healthy Finnish women seems to be detrimental 
to Ca and bone metabolism, especially when dietary Ca intake is low. The effects of high 
P intake were observable in both cross-sectional and controlled studies. Moreover, 
according to the findings in the controlled study, high P intake increased bone resorption 
and decreased bone formation, which could harm bone health. In addition, these findings 
imply that phosphate additives may be more harmful than natural P. The results of both 
the controlled and the cross-sectional studies indicate that by increasing dietary Ca intake 
to the recommended level, the negative effects of high P intake could be diminished, but 
not totally prevented. Thus, reduction of an excessively high dietary P intake is also 
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1,25(OH)2D  1,25-dihydroxyvitamin D, calcitriol 
25(OH)D  25-hydroxyvitamin D, calcidiol 
AI  adequate intake 
ALP  alkaline phosphatase 
ANCOVA  analysis of covariance 
ANOVA  analysis of variance 
ATP  adenosine triphosphate 
BALP  bone-specific alkaline phosphatase 
BMC  bone mineral content 
BMD  bone mineral density 
BMI  body mass index 
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CaBP  calcium binding protein 
Ca:P ratio  calcium-to-phosphorus ratio 
CTx  carboxy-terminal telopeptide of collagen type I 
CV  coefficient of variation 
DPD  deoxypyridinoline 
EIA  enzyme immunoassay 
ELISA  enzyme-linked immunoassay 
FFQ  food frequency questionnaire 
FGF-23  fibroblast growth factor 23 
GTP  guanosine triphosphate 
Hypro  hydroxyproline 
iCa  ionized calcium 
ICTP  carboxy-terminal telopeptide of collagen type I  
iPTH  intact parathyroid hormone 
IRMA  immunoradiometric assay 
LOAEL  lowest-observed-adverse-effects level 
LSD  Fisher's least significant difference post hoc test 
Na  sodium 
NPT  Na-phosphate-cotransporter 
NTx  cross-linked N-telopeptides of type I collagen 
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PTH   parathyroid hormone 
Pi  phosphate 
PICP  carboxyterminal propeptide of type I collagen 
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PYD  pyridinoline 
RDA  recommended dietary allowance 
RIA  radioimmunoassay 
S-1,25(OH)2D serum 1,25-dihydroxyvitamin D 
S-25(OH)D  serum 25-hydroxyvitamin D 






S-BALP  serum bone-specific alkaline phosphatase 
S-Ca   serum calcium 
S-Cr   serum creatinine 
S-CTx  serum carboxy-terminal telopeptide of collagen type I 
SD  standard deviation 
S-DPD  serum deoxypyridinoline 
SEM  standard error of mean 
S-FGF-23  serum fibroblast growth factor 23 
S-iCa  serum ionized calcium 
S-OC  serum osteocalcin 
S-Pi   serum phosphate 
S-PICP serum carboxy-terminal propeptide of type I procollagen 
S-PINP  serum amino-terminal propeptide of type I procollagen 
S-PTH  serum parathyroid hormone 
S-PYD  serum pyridinoline 
TRACP 5b  tartrate-resistant acid phosphatase 5b 
U-Ca  urinary calcium excretion 
U-Cr  urinary creatinine excretion 
U-DPD  urinary deoxypyridinoline excretion 
U-Hyp  urinary hydroxyproline excretion 
U-Na  urinary sodium excretion 
U-NTx  urinary cross-linked N-telopeptides of type I collagen excretion 
U-Pi  urinary phosphate excretion 
U-PYD  urinary pyridinoline excretion 









Osteoporosis is considered a major public health problem in developed countries and a 
costly disease worldwide (e.g. Kannus et al. 1999, International Osteoporosis Foundation 
2004, Johnell and Kanis 2006). In the ageing societies of Western countries, osteoporosis 
is becoming an increasingly severe disease, as osteoporotic fractures cause more disability 
than many other chronic diseases (Johnell and Kanis 2006). Although the number of 
osteoporotic fractures is mainly explained by the ageing of the population, unhealthy 
dietary habits and an inactive lifestyle also affect the incidence of fractures (Kannus et al. 
1999, Cummings and Melton 2002).  
 
Of the total bone mass, 60-80% is determined by genes (Nguyen et al. 1998, Hunter et al. 
2001). However, lifestyle factors, such as physical activity (Welten et al. 1994) and 
nutrition (Robins and New 1997, Bonjour et al. 2009a), also play a role in determining 
bone mass. From a nutritional point of view, the importance of adequate vitamin D and 
calcium (Ca) intake for bone health is well established (Welten et al. 1995, Bischoff-
Ferrari et al. 2005, Tang et al. 2007). Nevertheless, the role of dietary phosphorus (P) in 
bone health, especially in healthy individuals, is less clear. Some earlier intervention 
studies have suggested that an excessively high dietary P intake could be deleterious to 
bone through increased parathyroid hormone (PTH) secretion (Calvo et al. 1988, Calvo et 
al. 1990, Kärkkäinen and Lamberg-Allardt 1996), but the effects of excessive P intakes 
are poorly understood in healthy humans. The primary focus of this thesis was to 
investigate how P intakes commonly found in Western diets affect Ca and bone 
metabolism.  
 
P is an essential nutrient for the skeleton and P deficiency causes rickets in children 
(Pettifor 2008) and osteomalacia in adults (Genant 1993). Nevertheless, P deficiency is 
seldom due to a low dietary intake of P, but rather to a genetic disorder. In fact, while 
dairy products are the main sources of Ca, P is readily available in a wide range of 
foodstuffs, as foods can contain both natural P and phosphate-containing food additives. 
Furthermore, dietary habits have changed during the past decades towards an increasing 
consumption of processed foods, which has notably increased not only total dietary P 
intake, but also intake of P from phosphate additives (Calvo 2000, Suurseppä et al. 2001). 
Therefore, another aim here was to compare the associations of dietary P originating from 
natural P and from phosphate additives with Ca and bone metabolism.  
 
The usual daily P intake in a typical Western diet exceeds by 2- to 3-fold (Calvo 1993, 
Gronowska-Senger and Kotanska 2004, EFSA 2005) the recommended RDA for P intake 
(700 mg/d) (Food and Nutrition Board 1997). The same trend is also seen in Finland, as 
the latest results have revealed that the mean P intake of 25- to 64-year-old women is 1363 
mg/d, and in the same age group of men 1778 mg/d (Paturi et al. 2008), while the 
recommended intake for P is 600 mg/d (National Nutrition Council 2005). Unlike in many 
other Western countries (e.g. Bryant et al. 1999, Guéguen and Pointillart 2000, Lombardi-






mean Ca intake of 25- to 64-year-old Finnish women is 1007 mg/d and that of men 1202 
mg/d (Paturi et al. 2008), thus meeting the Finnish nutritional guidelines for Ca (800 
mg/d) (National Nutrition Council 2005). However, if the habitual diet lacks dairy 
products, the dietary Ca intake and dietary calcium-to-phosphorus ratio (Ca:P ratio) easily 
drops far below the optimal level (Ca:P molar ratio of 1) (e.g. SCF 1993, Calvo and Park 
1996). In fact, very low Ca:P ratios (0.25) have been reported in the diets of young girls 
and boys, teenagers and young adults (Calvo 1993, Chwojnowska et al. 2002). In several 
animal studies, diets low in Ca and high in P negatively affected bone health (for review 
see Calvo and Park 1996). Relative to the number and quality of animal studies, the effects 
of dietary Ca:P ratios on Ca and bone metabolism in humans have been infrequently 
investigated. Therefore, as the metabolism of Ca and P is tightly bound together, studying 
not only the effects of dietary P per se, but also the combined effects of Ca and P intakes 
on Ca and bone metabolism is essential.  
 
While a high dietary P intake is known to have deleterious consequences for renal 
patients, as they have impaired ability to excrete P, could an excessive dietary P intake be 
a problem for healthy individuals, too? This is discussed in this work. Information on how 
dietary P is metabolized, different sources of P and the combined effects of dietary Ca and 








2 Review of the literature 
2.1 Phosphorus and calcium 
2.1.1 Dietary sources  
2.1.1.1 Phosphorus sources
Phosphorus (P) is abundant in many food sources, as foods can contain both natural P and 
phosphate additives. Foods high in protein are also high in natural P. In Finland, the main 
dietary sources of P are dairy, grain and meat products (Paturi et al. 2008). The P content 
of foodstuffs varies between 0 and 1570 mg/100 g of product (National Institute for 
Health and Welfare 2009) (Table 1). In some countries, dietary supplements may also 
contain P as phosphates (EFSA 2005, Uribarri 2007). Protein bars and products used to 
build muscle mass may have high P content (EFSA 2005).  
Table 1.  Phosphorus (P) content of selected foods. 
Food mg P/100 g Food mg P/100 g 
Dairy products  Meat products  
Cheese, average 522 Chicken with skin 130 
Milk 90 Ham, boiled* 200 
Processed cheese, 9-12 g fat* 1570 Minced meat, beef 17% fat 146 
Processed cheese, 20-24 g fat* 610 Sausage, average* 108 
Processed cheese, 27-35 g fat* 360 Turkey, cold cuts* 260 
Yoghurt, berries and fruit 120 Others  
Grain products  Cola beverages* 15 
Macaroni, boiled 42 Egg 210 
Rye bread, 51% rye 212 Fish, average 252 
Rice, boiled 45 Potato, boiled 45 
White bread, made with water 78 Peas 130 
* Contains phosphate additives 
Source: National Food Data Base Fineli®, National Institute for Health and Welfare 
 
Due to increased use of phosphate additives in the food industry and the rising 
consumption of processed foods, authors in Finland (Blomberg and Penttilä 1999, 
Suurseppä et al. 2001) and USA (e.g. Uribarri and Calvo 2003, Uribarri 2009) have 
reported that the intake of P from phosphate additives has increased in the past decades. In 
Finland, the use of phosphate additives is regulated by the decision of the Ministry of 






by set maximum amounts and prohibition of their use in certain foods (Ministry of Trade 
and Industry 1999). Consumers can recognize phosphate additives as E-codes on food 
labels (Table 2) (Finnish Food Safety Authority 2009).  
Table 2.  E-codes of the most commonly used phosphate additives. 
Phosphate additive E-code Phosphate additive E-code 





















E341 Sodium polyphosphate 
Potassium polyphosphate 





E343 Sodium aluminium phosphate, sour E541 
Source: Elintarvikkeiden lisäaineiden E-koodiavain, Finnish Food Safety Authority 
 
Phosphate additives, which are either phosphoric acid or varied phosphate salts, are used 
to sequester metal ions, to act as buffers, to increase water binding, to adjust pH, to serve 
as an anti-caking agent, to form ionic bridges, to interact with proteins and other charged 
hydrocolloids and to prevent loss of carbonation caused by heavy metals and acidifications 
in beverages (Suurseppä et al. 2001, Murphy-Gutekunst 2005, Murphy-Gutekunst and 
Uribarri 2005, Karalis and Murphy-Gutekunst 2006). When Finland joined the European 
Union in 1995, the maximum allowable amounts of phosphate additives increased due to 
EU legislation. This elevated the use of phosphate additives in the food industry. The use 
of phosphate additives in certain foods even doubled with the tripling of the permitted 
level compared with the previous level in Finland before 1995 (Blomberg and Penttilä 
1999). However, the amounts used are generally below the permitted limits (Blomberg 
and Penttilä 1999), although some foods, e.g. low-fat processed cheeses, may contain 
nearly the maximum allowable amount of phosphate additives (Suurseppä et al. 2001). In 
Finland, other important sources of phosphate additives are confectioneries leavened with 
baking powder, plant extract drinks (e.g. cola beverages), sausages and other meat 
products and most processed foods (Suurseppä et al. 2001). Due to the high consumption 
rate of sausages and other meat products, processed foods and bakery products, these 







2.1.1.2 Calcium sources  
For adults in Finland, dairy products are the main sources of calcium (Ca), as 62% of Ca 
intake is derived from milk or other dairy products (Paturi et al. 2008). Of all foods, dairy 
products have the highest Ca content (National Institute for Health and Welfare 2009). 
The amount of Ca is similar in low- and high-fat dairy products. Fish are also good source 
of Ca if they are consumed with bones. Ca content in plants is notable only in seeds, 
almonds and peanuts. In addition, kale, spinach, beans, cabbage and oranges contain Ca 
(Table 3). Ca content in foods varies between 0 and 1050 mg/100 g of product (National 
Institute for Health and Welfare 2009) (Table 3).  
 
Nowadays, there are still some groups of people, e.g. those who are lactose intolerant, 
allergic to milk or vegan, who do not consume or seldom consume dairy products. In 
addition, in pregnancy or during lactation, Ca intake needs to be increased (National 
Nutrition Council 2005). Therefore, Ca supplements or Ca-fortified foods are an option 
for these individuals. Food manufacturers have developed Ca-fortified foods, and Ca has 
been added to, for example, mineral water and juices (Raulio and Suojanen 2000, 
Hirvonen et al. 2004). In France, mineral water is considered a good source of Ca 
(Guillemant et al. 2000). However, Ca content of mineral waters differs between and 
within countries. In Finland, Ca supplements are widely used among women; 23.7% of 
women, but only 6.6% of men reported using Ca supplements in 2007 (Paturi et al. 2008).  
Table 3.   Calcium content of selected foods.  
Food mg Ca/100 g Food mg Ca/100 g 
Dairy products  Others  
Cheese, Emmental, 27-30 g fat 939 Fish, average, fried 118 
Curd 117 Kale 42 
Ice cream, cream-based 146 Orange, without skin 54 
Milk 120 Peanut 78 
Processed cheese, 9-12 g fat 600 Sesame seeds, with hull 975 
Yoghurt, 1.5% fat 150 Spinach 88 
Source: National Food Data Base Fineli®, National Institute for Health and Welfare 
2.1.1.3 Calcium-to-phosphorus ratio of foods  
Based on the calculations of the recommended dietary Ca and P intakes, the optimal 
dietary calcium-to-phosphorus molar ratio (Ca:P molar ratio) is suggested to be 1 (SCF 
1993, Calvo and Park 1996, National Nutrition Council 2005), corresponding to a Ca:P 
weight ratio of 1.3. Weight Ca:P ratios (mg:mg) can be converted into molar ratios 
(mol:mol) by using molecular weight of Ca (40.08 g/mol) and P (30.97 g/mol). Ca:P ratios 
in foods vary, being highest in dairy products (Table 4). By adding phosphate additives to 






have a Ca:P weight ratio between 1.2 and 2.0 (EFSA 2005). Concerning foods in adult 
diets, only dairy products have Ca:P ratios equal or close to the suggested dietary Ca:P 
weight ratio of 1.3 (Table 4). The Ca:P ratio in bread or meat products will increase when 
milk or milk powder is used as an ingredient.  
Table 4.  Calcium-to-phosphorus weight ratio (Ca:P ratio) of selected foods. 
Food Ca:P ratio 
(mg:mg) 
Food Ca:P ratio 
(mg:mg) 
Dairy products  Meat products  
Cheese, average 1.55 Chicken (boiled) 0.07 
Processed cheese, 9-12 g fat* 0.38 Ham, boiled* 0.03 
Processed cheese, 20-24 g fat* 0.96 Sausage, average* 0.16 
Processed cheese, 27-35 g fat* 1.18 Sausage, dry, salami type 0.08 
Milk, average 1.35 Turkey, cold cuts* 0.02 
Grain products  Others  
Rye bread, 51% rye  0.09 Egg (boiled) 0.27 
White bread, made with water 0.17 Fish (fried) average 0.39 
White bread, made with milk 0.51 Cola beverages* 0.20 
* Contains phosphate additives 
Source of original Ca and P content of foods, in which calculated Ca:P ratios are based on the National Food Data Base 
Fineli® provided by the National Institute for Health and Welfare 
2.1.2 Dietary guidelines and dietary intakes 
2.1.2.1 Phosphorus 
In Finland, the recommended intake of P for adults is 600 mg/d (National Nutrition 
Council 2005). For individuals aged 18-20 years, the intake is suggested to be slightly 
higher (700 mg/d), corresponding to the recommended RDA of P intake for adults in the 
United States (Food and Nutrition Board 1997). Recommendations made by the Food and 
Nutrition Board (1997) are based on the maintenance of serum phosphate concentration 
(S-Pi) within the normal adult range. The recommendations for younger age groups, take 
into account P accretion in bone and lean tissues. In 1993, the Scientific Committee for 
Foods in Europe suggested that for adults the average daily requirement for P is 400 mg, 
the population reference intake 550 mg and the lowest threshold intake 300 mg (SCF 
1993). In the Finnish Nutrition Recommendations, 5 g/d is set as the lowest limit for 
adverse effects of P, whereas the Institute of Medicine (1997) has set an upper reference 
limit (URL) of 4 g/d for P intake in adults (Food and Nutrition Board 1997). While the 
European Food Safety Authority (EFSA) has not established an upper limit for P intake 
(EFSA 2005), they concluded in their report that “based on available knowledge, normal 






might be more vulnerable to high P intakes, with deleterious effects seen as 
gastrointestinal symptoms. In 1975, the Life Science Research Office (LSRO) in the USA 
evaluated the risks of phosphate additives on the health of American consumers, and they 
listed several phosphate additives to be safe for use in food processing at the levels, used 
in the 1970s (LSRO 1975). Since then, the consumption of processed foods has increased 
significantly, which has increased the intake of P from phosphate additives, but the 
recommendations made in 1975 have not been updated.  
 
In the FINDIET 2007 survey, the mean dietary intake of P among 25- to 64-year-old Finns 
was 1326 mg/d for women and 1778 mg/d for men (Paturi et al. 2008); i.e. the average 
intake exceeds the dietary reference intake over 2-fold in women and 3-fold in men. These 
P intakes are in accord with other Western countries, as the average diet in European 
countries provides 1000-1500 mg P daily (EFSA 2005). Similar dietary P intakes are also 
common in other countries (e.g. Calvo 1993, Takeda et al. 2002, Gronowska-Senger and 
Kotanska 2004). In addition, some individuals have an excessively high P intake, being 
several grams per day. In Finland, differences exist in P intakes between regions and age 
groups, P intake being highest in the Oulu region and in the age group of 55-64 years in 
both sexes (Paturi et al. 2008). Although P is widely available virtually in all foods, P 
intake from dairy, grain and meat products covers 75% of the total average daily intake of 
P in Finnish diets (Paturi et al. 2008) (Table 5).  
Table 5.  Contribution (%) of food groups to average daily intake of phosphorus among 25-
to 64-year-old Finnish women and men.  
Food group Women, % (mg/d) Men, % (mg/d) 
Dairy products 34 (459) 31 (558) 
Grain products 28 (386) 30 (533) 
Meat products 14 (196) 18 (317) 
Fish 5 (64) 4 (76) 
Vegetables 5 (70) 3 (52) 
Others 13 (189) 13 (243) 
Source: National FINDIET 2007 Survey (Paturi et al. 2008) 
 
As the nutrition composition tables usually do not include P from phosphate additives, the 
intake of total P is underestimated (Oenning et al. 1988). In USA, the average dietary P 
intake from phosphate additives was estimated to be 470 mg/day per individual in 1990 
(Calvo 1993). An earlier estimation suggested that phosphate additives contribute 20-30% 
of the adult total P intake (~320 mg/d) (Bell et al. 1977, Greger and Krystofiak 1982). 
However, already in the 1970s, Bell et al. (1977) calculated that if an individual 








In Nordic countries, dietary Ca intake for adults is recommended to be 800 mg/d (Nordic 
Council of Ministers 2004). Finnish Nutrition Recommendations (National Nutrition 
Council 2005) are based on the Nordic Nutrition Recommendations. In the United States, 
adequate intake (AI) for Ca is 1000 mg/d for adults aged 19-50 years and 1200 mg/d for 
younger adults and the elderly (Food and Nutrition Board 1997). No global consensus of 
adequate daily Ca intake exists, and the dietary guidelines for Ca vary between countries. 
In Europe, the recommended Ca intake for adults varies from 700 mg/d to 1000 mg/d (see 
review by Bonjour et al. 2009b). Studies imply that daily Ca intake below 400 mg is 
insufficient. Evidence suggests that Ca supplementation offers the most important benefit 
for those individuals whose diet contain little Ca (Bonjour et al. 1997). The safe upper 
intake level (UL) for Ca is 2500 mg/d (Food and Nutrition Board 1997, National Nutrition 
Council 2005), and in the USA the lowest observed adverse effect level (LOAEL) has 
been set at 5000 mg/d (Food and Nutrition Board 1997).  
 
In Finland, the main food sources of Ca are dairy products, which account for 71-75% of 
the total Ca intake from foods (Paturi et al. 2008) (Table 6). As the consumption of dairy 
products is high in Finland, the intake of Ca meets nutritional recommendations (800 
mg/d) at a population level; according to the FINDIET 2007 Survey, the mean intake of 
Ca was 1007 mg/d in women and 1202 mg/d in men aged 25-64 years (Paturi et al. 2008). 
Unlike in Scandinavian countries, Ca intake in many other countries remains below 
recommended levels (e.g. Hendrix et al. 1995, Bryant et al. 1999, Guèguen and Pointillart 
2000, Lombardi-Boccia et al. 2003, Salamoun et al. 2005). However, also in Finland, 
certain groups (e.g. vegan, lactose-intolerant and milk-allergy) may fail to achieve 
recommended levels. Moreover, the FINDIET-2002 Survey revealed that Ca intake was 
below dietary guidelines for women who drank no milk or soured milk (Männistö et al. 
2003).  
Table 6. Contribution (%) of food groups to average daily intake of calcium among 25- to 
64- year-old Finnish women and men.  
Food group Women, % (mg/d) Men, % (mg/d) 
Dairy products 71 (713) 75 (902) 
Fruit and berries 6 (58) 4 (44) 
Beverages 6 (59) 5 (58) 
Vegetables 4 (38) 3 (30) 
Others 13 (139) 13 (168) 







2.1.2.3 Calcium-to-phosphorus ratio of diets 
In 1975, the Life Science Research Office (LSRO) in USA concluded in their report: 
“Although there is a difference of scientific opinion, it is the opinion of the Selected 
Committee that the Ca:P ratio of the diet is important, especially if it varies substantially 
from 1 owing to the relatively high intake of phosphorus” (LSRO 1975). Since then, 
speculation has arisen whether the dietary Ca:P ratio is clinically significant in human 
adults (Food and Nutrition Board 1997, Sax 2001). However, in infants and children, a 
dietary Ca:P weight ratio of 1.5 is considered ideal for optimal growth, as this is the Ca:P 
ratio of human milk (EFSA 2005). This ratio also corresponds to the Ca:P ratio in the 
human bone mineral hydroxyapatite (Ca10(PO4)6(OH)2).  
 
In many Western countries, P intake is 2- to 3-fold above the dietary guidelines (Gregory 
et al. 1990, Takeda et al. 2002, Gronowska-Senger and Kotanska 2004, Paturi et al. 2008), 
whereas Ca intake remains below the recommendations (e.g. Henrix et al. 1995, Bryant et 
al. 1999, Guéguen and Pointillart 2000, Lombardi-Boccia et al. 2003, Salamoun et al. 
2005) despite increased food fortification with Ca (Whiting and Wood 1997, Heaney et al. 
2005) and Ca supplementation (Kim et al. 2003, Radimer et al. 2004). The overall trend in 
food consumption in Europe (Urho and Hasunen 1999, Comite´ de Nutrición de la 
Asociación Española de Pediatría 2003) as well as in the USA (Calvo and Park 1996, 
Harnack et al. 1999, Nielsen and Popkin 2004) is to drink less milk and more phosphoric 
acid-containing soft drinks, which in turn results in a lower dietary Ca:P ratio. If a habitual 
diet lacks dairy products, the dietary Ca:P ratio will easily drop below the optimal level. 
Moreover, the increased consumption of processed foods containing phosphate additives 
or the increased use of P-containing supplements will lead to a low dietary Ca:P ratio.  
Based on the latest dietary Ca and P intakes, the average Ca:P weight ratio (mg:mg) in the 
habitual diets of Finnish women aged 25-64 years is 0.74 and in men 0.68 (Paturi et al. 
2008). These ratios are below the suggested weight Ca:P ratio of 1.3. In the age group of 
65-74 years, the dietary Ca:P ratio is even lower, being 0.69 among women and 0.64 
among men.  
2.1.3 Bioavailability 
2.1.3.1 Phosphorus
P is readily available in a wide range of foodstuffs and bioavailable from several foods. 
With dietary intakes of 775–1860 mg/d, 60-80% of P will be absorbed in the gut (Favus et 
al. 2006). The absorption rate is greatest in the jejunum, although absorption occurs 
throughout the small intestine. Most P absorption occurs by passive diffusion along an 
electrochemical gradient, but some also by saturable active transport across the cells by 
the luminal Na-phosphate-cotransporter type 2b (NPT2b) (Berner et al. 1976). NPT2b is 






1999). The absorption efficiency of P does not vary with dietary intake; thus, absorption is 
efficient with all P intakes. In addition, vitamin D is not an essential determinant for P 
absorption (Wilz et al. 1979, Williams and DeLuca 2007), although it increases P 
absorption to a certain extent. Absorption by the active mechanism is used only when P 
intake is low or the requirement for P is highly increased (Peterlik and Wasserman 1978). 
The absorbed amount of P is determined by the P content of the diet, bioavailability of P 
from foodstuffs and presence of natural P binders in foods. Pharmacological P binders are 
commonly used in kidney patients (Barton et al. 2009). High intake of dietary Ca (Spencer 
et al. 1984) can form insoluble salts with P, thus reducing P absorption.  
 
Evidence has emerged that some forms of dietary P are less bioavailable. Although total P 
per g of protein is similar in animal products and plants (~20 mg/g protein) (Massey 
2003), in plants most of the P (~75%) is in the form of phytate, which is poorly digested 
(for review, see Uribarri and Calvo 2003). Therefore, less P is absorbed from foods unless 
the food is processed with the enzyme phytase, e.g. leavening bread with yeast-producing 
phytase. The calculated total P content of grain products may be high, but the bioavailable 
P (soluble P) content is considerably lower. In fact, this was noted in recent food analyses 
measuring soluble P content of foodstuffs (Itkonen et al. 2009, Karp et al. 2009a). In these 
studies, P analysis was performed by inductively coupled plasma mass spectrometry (ICP-
MS) using an in vitro method (Ekholm et al. 2003). In foods, such as meat, poultry and 
fish, P is found mostly as intracellular organic compounds (amino acids, phospholipids, 
nucleotides), from which it is released during digestion. In milk, P is in different fractions 
and has different bioavailability from each of them, e.g. casein contains phosphopeptide, 
which is resistant to enzymatic hydrolyses (Uribarri and Calvo 2003). The absorbability of 
P in Ca-containing dairy products is not well known, although in the management of renal 
disease Ca compounds are used to bind dietary P (Nolan and Qunibi 2003).  
 
While enormous variation exists in the bioavailability of P from natural P sources, P as a 
form of phosphate additives has been suggested to be almost 100% absorbed (Uribarri and 
Calvo 2003). It is noteworthy, that the bioavailability of dietary P sources has not been 
investigated in humans; all data concerning the bioavailability of P are based on 
extrapolation from animal studies, as summarized by Uribarri (2007). The only study 
examining bioavailability of P in humans showed that P originating from phosphate 
additives and P from meat increased S-Pi concentration and urinary phosphate (U-Pi) 
excretion more than P from whole-grain products in an acute controlled situation (Karp et 
al. 2007), indicating higher bioavailability of P from such food sources. Recent food 
analyses support this finding, as soluble P in phosphoric acid-containing soft drinks, 
which include phosphate additives, were revealed to be around 100% of total P content 
(Karp et al. 2009a). The form of phosphate additives might have different bioavailability, 
as absorption of P was observed to be more efficient from ortophosphates than from 
polyphosphates in males, suggesting that polyphosphates are not immediately hydrolysed 








In humans, around 20-45% of dietary Ca is absorbed, mostly in the upper part of ileum, by 
passive diffusion or active energy-, and vitamin D-requiring processes. Unlike absorption 
of P, Ca absorption is dependent on vitamin D supply (Wilz et al. 1979). 1,25(OH)2D 
increases the number of calcium binding proteins (CaBP) in mucosal cells. With adequate 
vitamin D status, the number of CaBP will increase and active Ca absorption will be 
optimal (DeLuca 1979). With poor vitamin D status, Ca absorption occurs only by passive 
diffusion, which cannot ensure adequate Ca status in the human body. Contrary to P, the 
ingested amount of Ca affects the absorbability rate; a higher Ca intake decreases and a 
lower Ca intake increases Ca absorption. Heaney et al. (1990) reported that with a 15-mg 
Ca load fractional absorption was 64% and with a 500-mg load 29%. Therefore, ingesting 
Ca over several meals throughout the day is more advisable than one large dose consumed 
in a single meal (Kärkkäinen et al. 2001). With increasing age, Ca absorption decreases 
(Heaney et al. 1989, Weaver et al. 1995), while during pregnancy (Heaney et al. 1989), 
puberty and infancy absorption increases. When necessary, a human body can adapt to 
lower Ca intakes, as has been demonstrated in people living in developing countries (e.g. 
Prentice 2007). 
 
In the gastrointestinal tract, Ca must be released from food components into its free form 
to become soluble. The bioavailability of Ca from different foods varies. Ca 
bioavailability from dairy products (milk and cheese) is better than from spinach or 
sesame seeds (Kärkkäinen et al. 1997). In fact, Ca bioavailability from spinach and 
sesame seeds seems to be quite poor (Heaney et al. 1988, Kärkkäinen et al. 1997). The 
absorbability of Ca from kale has been found to be even higher than from milk (Heaney 
and Weaver 1990). Oxalate (found in spinach and beans) and phytate (found in 
unleavened bread, raw beans, seeds, nuts and grains) decrease Ca absorption (Weaver et 
al. 1987, Heaney et al. 1988, Heaney and Weaver 1989, Heaney et al. 1991, 
Charoenkiatkul et al. 2008), while no satisfactory evidence exists as to whether lactose 
affects Ca absorption (Schuette et al. 1991, Zitterman et al. 2000). In Ca supplements, Ca 
is mostly in form of Ca carbonate (CaCO3) (DiSilvestro 2005), although absorbability of 
Ca from CaCO3, as compared with other supplements (e.g. Ca citrate or Ca citrate malate), 
is not the highest (Nigar and Pak 1985, Miller et al. 1988).  
2.1.4 Metabolism of phosphorus 
2.1.4.1 Phosphorus in the human body 
After oxygen, hydrogen, carbon, nitrogen and Ca, P is the 6th most abundant element in 
the human body. A 70-kg man has approximately 700 g of P in his body. Around 80-85% 
of the P is located in the skeleton as hydroxyapatite (Ca10(PO4)6(OH)2). The remaining P 
is located in extracellular fluids and soft tissues, mainly as a component of proteins, 
phospholipids, nucleotides and nucleic acids (Fig. 1). Besides being an essential nutrient 
in bone mineralization, P has many other vital functions in the human body; it is involved 
in energy metabolism, cellular signalling through phosphorylation and is a structural part 
of phospholipids, nucleotides and nucleic acids (for review, see Berner and Shike 1988). 
Intracellular phosphate is present in a variety of phosphorylated compounds, such as 
adenosine triphosphate (ATP) and guanosine triphosphate (GTP), which are fundamental 
in energy metabolism and enzyme activation. Phosphorus also serves as an extra- and 
intracellular buffer through the interconversion of HPO42- and H2PO4-, thus helping to 
maintain normal pH.  
 
In living tissues, P exists in the form of phosphate (PO43-). Most of the P in whole blood is 
in the phospholipids of red blood cells and plasma lipoprotein, and only ~1 mmol/l is 
found as inorganic Pi, which can be in different forms, the most common being HPO42-
(Fig. 1). Inorganic Pi is measurable by laboratory measurements from plasma or serum 
samples. This fraction is an exchange pool between organs containing P (intestine, bone, 






















Figure 1.  Distribution of phosphorus in the human body (modified from Berner and Shike 
1988). 
2.1.4.2 Phosphorus homeostasis and status 
Homeostasis 
The main P homeostasis regulation sites are the gastrointestinal tract (absorption organ), 
kidneys (excretion organ) and bone (storage organ). The most important regulation occurs 
in the kidneys, and homeostasis is achieved by excreting P in urine. In healthy humans 
with normal dietary P intake, around 6-7 g of P is filtered daily by the kidneys. More than 
80% of P is reabsorbed in the proximal tubule and ~10% in the distal tubule and ~10% is 
excreted in urine. The predominant regulators of renal tubular Pi reabsorption are dietary P 
intake and S-PTH concentration (for review, see Murer et al. 1999, Berndt et al. 2007). 
Phosphorus in the human body is in balance when the output (loss of P in urine, faeces 
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Figure 2. Phosphorus homeostasis and balance in a normal adult (modified from Strain and 
Cashman 2005). 
 
S-Pi concentration is kept within the normal range mainly by parathyroid hormone (PTH) 
and 1,25(OH)2D (Berndt and Kumar 2008). When S-Pi decreases, serum 1,25(OH)2D (S-
1,25(OH)2D) increases, which elevates P absorption in the gut and release of P from bone. 
The elevated serum PTH (S-PTH) concentration increases U-Pi excretion and release of P 
from bone (Fig. 3). The effect of 1,25(OH)2D on U-Pi excretion is indirect; an increase in 
serum calcium (S-Ca) concentration, which is mediated by 1,25(OH)2D, suppresses PTH 
secretion, which, in turn, enhances Pi reabsorption (Berner and Shike 1988, Shimada et al. 
2004a). As discussed in the reviews of Berndt and Kumar (2008) and Quarles (2008), 
newly discovering signalling pathways involving P regulation have been presented; a key 
role in P metabolism has been suggested for Na-phosphate-cotransporters (NPTs), which 
are found in different tissues (for review see Biber et al. 2009). Type 1 and 2 NPT proteins 
have been observed in the kidneys. A high-P diet decreases while a low-P diet increases 
the number of NPT2a in the proximal tubule, the former increasing U-Pi excretion 
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Figure 3.  Regulation of phosphorus (P) metabolism in situations with high and low dietary P 
intakes in healthy humans (modified from Berndt and Kumar 2008).  
 
Nutritional phosphorus status 
No specific marker that reflects whole-body P status has been identified. As the major 
determinants of S-Pi concentration are dietary P intake, intestinal absorption of P, U-Pi 











information on whole-body P homeostasis is gained. Normal U-Pi excretion ranges from 
20 to 50 mmol/24 h, while normal S-Pi of fasting serum samples ranges from 0.85 to 1.65 
mmol/l (Yhtyneet Medix Laboratoriot 2009). U-Pi excretion reflects dietary P intake (Fig. 
3), and S-PTH concentration, which is the main regulator of P metabolism, also gives 
information about P homeostasis. However, as dietary P intake directly affects S-Pi 
concentration and hypo- and hyperphosphataemia result in dysfunction or disease, the 
American Food and Nutrition Board (1997) considered S-Pi the best indicator of 
nutritional adequacy of dietary P in adults. Dietary P intake has been observed to influence 
S-Pi concentration when followed over 24 h (Portale et al. 1989, Calvo et al. 1991, 
Kärkkäinen and Lamberg-Allardt 1996). Diurnal variation exists in S-Pi concentrations, S-
Pi being the lowest in the morning (8:00-11:00) and the highest during the night (Portale 
et al. 1987, Touitou et al. 1989). A low S-Pi concentration leads to rickets in children and 
osteomalacia in adults. By contrast, a high S-Pi concentration results in 
hyperphosphataemia, which is a severe condition in renal disease patients.  
2.1.4.3 Disturbances in phosphorus metabolism 
Abnormalities in any major determinants of S-Pi can result in hypo- or 
hyperphosphataemia. A dietary-induced P deficiency is very unlikely, as P is widely 
available in various foods. Instead, hypophosphataemia arises from poorly managed 
parenteral nutrition, diabetic ketoacidosis or other severe diseases (Lotz et al. 1968, 
Berner and Shike 1988, Crook 2009). When S-Pi concentration is <0.32 mmol/l, 
symptoms of hypophosphataemia (e.g. muscle dysfunction and weakness, disorders of the 
central nervous system) can be observed (Weisinger and Bellorin-Font 1998).  
 
In clinical hyperphosphataemia, renal failure is usually the most common cause. When 
kidney function is reduced, U-Pi excretion decreases and more P remains inside the body, 
leading to hyperphosphataemia (Bushinsky 2001, Uribarri 2007, Sullivan et al. 2009). 
When a patient suffers from only mild or moderate renal failure, an increase in S-PTH 
concentration will compensate P retention, as PTH is the principal regulator correcting 
hyperphosphataemia. However, when renal failure is severe, S-Pi typically rises to levels 
well above the normal reference range (S-Pi >1.50 mmol/l) (Välimäki 2000, Yhtyneet 
Medix Laboratoriot 2009). An acute rise in S-Pi leads to a direct increase in PTH secretion 
and a decrease in the renal hydroxylation of calcidiol (25(OH)D) to 1,25(OH)2D in the 
kidney (Fig. 3). A decreasing S-1,25(OH)2D reduces Ca absorption and results in 
hypocalcaemia and elevated PTH secretion. Elevated S-PTH concentration is typically 
found in patients with end-stage renal disease (Goodman 2001). It is noteworthy that a 
decrease in S-1,25(OH)2D results in additional PTH secretion at any level of S-iCa 
(Bushinsky 2001). In early renal failure, decreased S-1,25(OH)2D and S-iCa contribute to 
increased secretion of PTH. However, when renal disease progresses, impaired 
1,25(OH)2D production and low S-iCa levels resulting from impaired Ca absorption 
stimulate PTH secretion and promote parathyroid gland hyperplasia (overgrowth of the 
parathyroid gland due to an increased number of cells) (Komaba et al. 2008). Secondary 
hyperparathyroidism (accelerated function of the parathyroid gland) is a common finding 
in these circumstances (Martin et al. 2005). In chronic renal failure, alterations in Ca and P 
homeostasis may lead to a bone disease previously known renal osteodystrophy but 
recently renamed chronic kidney disease mineral and bone disorder (CKD-MBD) 
(Komaba et al. 2008, Bover et al. 2009) (Fig. 4). Treatment of secondary 
hyperparathyroidism is essential in the management of CKD-MBD. To prevent 
hyperphosphataemia, patients with renal disease use P binders to reduce dietary P 
absorption (Nolan and Qunibi 2003) and limit their consumption of foods with high P 
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Figure 4. Consequences of chronic kidney disease mineral and bone disorder (CKD-MBD) in     
patients with chronic kidney disease (adapted from Komaba et al. 2008). 
2.1.4.4 Effects of dietary phosphorus on phosphorus metabolism  
When S-Pi is followed over a 24-h period in healthy humans, it closely reflects dietary P 
intake (Portale et al. 1987, Portale et al. 1989, Calvo et al. 1991), but in some studies, 
when only the fasting S-Pi has been measured, no clear effects of the ingested P on S-Pi 
have been observed (Food and Nutrition Board 1997). Dietary P restriction, in turn, 
decreased S-Pi concentration in healthy humans, leading to increased 1,25(OH)2D 
production in kidneys (Maierhofer et al. 1984, Portale et al. 1989). Different foods might 
also vary in their effects on S-Pi due to differences in the bioavailability of P. Karp et al. 
(2007) found that cheese, which contains more Ca than most other foods studied 
(phosphate salts, meat and whole grain products), increased S-Pi markedly. The authors 
presented several possible mechanisms behind this increase, but they could not 
conclusively explain this finding. While foods might vary in their effects on S-Pi, also the 
effects of natural P and P from phosphate additives on S-Pi might differ. In studies 
containing small numbers of participants, foods with P additives increased S-Pi (Bell et al. 
1977) more than foods containing natural P (Karp et al. 2009b, unpublished data).  
 
Animal studies have widely demonstrated that both U-Pi and faecal P excretion increase 
with high P intake (e.g. Shah and Meranger 1970, Katsumata et al. 2004, Tani et al. 2007). 
Increased S-Pi concentration has independently been shown to elevate PTH secretion in 
vitro (Slatopolsky et al. 1996, Naveh-Many et al. 1999) and decrease 1,25(OH)2D 






1987). Elevated S-PTH concentration is known to increase U-Pi excretion; therefore, a 
high dietary P intake has unsurprisingly increased U-Pi excretion in healthy women and 
men in intervention studies (Bell et al. 1977, Calvo et al. 1988, Calvo et al. 1990, 
Kärkkäinen and Lamberg-Allardt 1996, Whybro et al. 1998). However, in kidney patients 
U-Pi excretion was decreased due to impaired renal function even after a high dietary P 
intake (Bushinsky 2001, Slatopolsky et al. 2001). In addition, foods with a high P content 
are usually high in protein. Protein intake has been found to be associated with increased 
U-Pi excretion, although results have differed according to the age group in humans 
(Lakshmanan et al. 1984). Oestrogen may also affect U-Pi excretion by suppressing 
sodium-dependent P reabsorption in the kidneys (Uemura et al. 2000). A recent study 
suggests that ethnic differences may exist in U-Pi excretion in response to oral P 
administration (Yan et al. 2009). After P loading in healthy 60- to 75-year-old females and 
males, the Chinese had more rapid renal clearance of P than Gambian or British subjects.  
2.1.4.5 Effects of dietary calcium on phosphorus metabolism 
Most of the ingested Ca remains in the gut lumen, where it can bind other nutrients such 
as P. Heaney and Nordin (2002) presented that each 500 mg of ingested Ca binds 166 mg 
of dietary P. Ca capacity to bind P in the gastrointestinal tract is exploited when treated 
kidney patients, as Ca supplements are widely used as P binders (for review, see Nolan 
and Qunibi 2003). In intervention studies where Ca intake has been adequate (1000 mg) or 
high (1995 mg), high P intake has not increased S-Pi concentration significantly (Whybro 
et al. 1998, Grimm et al. 2001). Ca infusion (Howard et al. 1953, Nordin and Fraser 1954) 
as well as oral Ca intake in the form of CaCO3 (Yang et al. 1994, Mortensen and Charles 
1996) or Ca gluconate (Spencer et al. 1984) diminished U-Pi excretion in both healthy 
females and males, but not in hypoparathyroid patients (Howard et al. 1953, Nordin and 
Fraser 1954). In healthy humans, this is due to increased S-iCa concentration, which in 
turns decreases S-PTH concentration and leads to lower U-Pi excretion, even without any 
alterations in P intake. In addition, high Ca intake increases the formation of Ca-Pi 
complex in the intestine (Mortensen and Charles 1996). In the same study, the 
consumption of milk increased U-Pi excretion in 28- to 59-year-old women, although milk 
has a high Ca content. This was explained to be due to the high-P content of milk. This 
finding is in accord with a recently conducted 24-h controlled study, in which milk 
increased U-Pi excretion more than a Ca supplement (CaCO3) or Ca-enriched mineral 
water in 14 healthy young females (Kemi et al. 2009a).  
2.1.4.6 Effects of dietary calcium-to-phosphorus ratio on phosphorus metabolism 
No studies have specifically investigated the effects of dietary Ca:P ratios on P 
metabolism, but in some intervention studies with healthy humans, low Ca:P ratios, i.e. 
diets with high P and low Ca, affected P metabolism by increasing S-Pi concentration and 
PTH secretion. These in turn, elevated U-Pi excretion in acute (Kärkkäinen and Lamberg-
Allardt 1996), 8-day (Calvo et al. 1988) and 4-week situations (Calvo et al. 1990).  
2.1.5 Metabolism of calcium
2.1.5.1 Calcium in the human body  
In the adult human body, Ca content comprises approximately 1000 g in women and 1200 
g in men. Most of it (>99%) is located in the skeleton and the teeth as hydroxyapatite. The 
remaining Ca is found in blood, extracellular fluid, muscle and other tissues and cells. 
Besides being an elemental part of hydroxyapatite in bones, Ca is an important regulator 
of several body functions: intracellular signalling, muscle contraction, functioning of the 
nervous system, hormone and enzyme secretion and blood clotting. Therefore, the 
concentration of both intra- and extracellular Ca is tightly regulated. In serum, around 
50% of Ca is in ionised form (S-iCa), and the other 50% is bound to serum protein, mainly 
in albumin and globulines (Favus and Goltzman 2008). This bound form of Ca is not 
biologically active, unlike the ionised form. The amount of Ca bound to proteins increases 
with increasing serum albumin and alkaline pH. As a result of normal daily bone turnover, 
around 500 mg of Ca is released from bone and and the same amount is accreted (Fig. 5). 
Excess absorbed Ca that cannot be stored in bone is excreted in urine, faeces and sweat, 
while non-absorbed calcium is excreted in faeces (Charles et al. 1991). The relation 
between dietary Ca and Ca loss depends on intestinal Ca absorption efficiency, skeletal 
turnover and balance and U-Ca excretion in the kidneys, as endogenous and dermal Ca 
loss remain low. In bone, 99.5% of Ca is in the form of insoluble hydroxyapatite, and only 
0.5% is released by resorption or deposited during bone formation.  
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Figure 5. Distribution of calcium in the human body with a diet containing 1000 mg of Ca 







2.1.5.2 Calcium homeostasis and status 
Homeostasis 
Ca homeostasis is tightly regulated by PTH, 1,25(OH)2D and calcitonin in the intestine, 
bone and kidney (Fig. 6). PTH and 1,25(OH)2D are secreted when S-iCa is low, and 
calcitonin, when S-iCa is high. In humans, the most important regulators are PTH and 
1,25(OH)2D. Ca-sensing receptors exist in parathyroid and kidney cells (Brown et al. 
1993, Brown and Lian 2008). These receptors sense very small reductions in S-iCa 
concentrations, which, in turn, cause an increase in PTH secretion (Brown and Hebert 
1997). In response to low S-iCa concentration, PTH secretion increases rapidly (Schmitt et 
al. 1996), and 1,25(OH)2D is produced more in the kidneys. These actions lead to 
increased Ca absorption and decreased U-Ca excretion, the end result of which is a rise in 
S-iCa concentration to normal levels (Fig. 6). In addition, PTH and 1,25(OH)2D act 
together to mobilize Ca2+ from bone to serum (for review, see Holick 1996). PTH 
secretion decreases due to a feedback mechanism induced by increased 1,25(OH)2D and 
S-iCa. Recent findings in mice suggest that Na-phosphate-cotransporter (NPT) type 2c 
may also maintain normal Ca metabolism, probably by modulating the vitaminD/FGF-23 
axis (Segawa et al. 2009). 
 
Adequate vitamin D status in the human body is vital for Ca homeostasis, as 1,25(OH)2D 
plays an essential role in Ca metabolism by increasing Ca absorption in the gut and by 
increasing bone resorption, leading to increased S-iCa concentration. The S-1,25(OH)2D 
concentration rises in response to decreased Ca intake (Dawson-Hughes et al. 1993), 
decreased S-Ca concentration and increased S-PTH concentration (Boden and Kaplan 
1990). In the kidneys, PTH enhances 1--hydroxylaze activity, thus inducing conversion 
of 25(OH)D to the 1,25(OH)2D (Garabedian et al. 1972) (Fig. 6).  
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Figure 6. Effects of parathyroid hormone and calcitriol on calcium metabolism.  + represents 
stimulative effects and – preventive effects (modified from Välimäki 2000). 
 
With normal dietary Ca intakes (~1000 mg/d), around 10 g of Ca is filtered daily through 
the kidneys and more than 98% of this is reabsorbed (Favus and Goltzman 2008). PTH is 
the most important regulator of U-Ca excretion, and an increase in S-PTH concentration 











al. 1994). Nonetheless, some dietary components such as protein (Hegsted et al. 1981, 
Lakshmanan et al. 1984, Kerstetter et al. 2003), sodium (Nordin et al. 1993, Evans et al. 
1997) and caffeine (Harris and Dawson-Hughes 1994) increase U-Ca excretion. However, 
dietary protein has recently been shown to enhance Ca absorption, thus offsetting U-Ca 
loss (Kerstetter et al. 2005). Vitamin D supplementation also increases U-Ca excretion, 
presumably by increasing Ca absorption (Mortensen and Charles 1996). Understandably, 
high dietary Ca intake increases U-Ca excretion (e.g. Matkovic et al. 1995, Hill et al. 
2008), whereas high dietary P (e.g. Hegsted et al. 1981, Kärkkäinen and Lamberg-Allardt 
1996) and potassium (Lemann et al. 1993, Rafferty et al. 2005) intakes decrease 
absorption.  
 
Nutritional calcium status 
As the concentrations of intra- and extracellular Ca are tightly regulated, and Ca, when 
needed, is available from the skeleton, assessment of Ca status is complicated. No specific 
marker exists for assessing Ca status of individuals or populations (Weaver 1990). In 
healthy individuals, S-Ca is rarely ever low due to Ca deficiency. As S-Ca is tightly 
controlled and kept within a narrow range, S-Ca poorly reflects total body Ca. S-Ca 
concentration is normally between 2.15 and 2.51 mmol/l, while serum ionized Ca (S-iCa) 
concentration is maintained at 1.18-1.30 mmol/l at a pH of 7.33-7.43 (Yhtyneet Medix 
Laboratoriot 2009). S-iCa, the physiologically active Ca in serum, functions as an 
intracellular Ca regulator, and S-iCa concentration is strictly regulated and follows a 
circadian rhythm (Markowitz et al. 1988, Calvo et al. 1991). S-Ca concentration has a 
similar circadian rhythm to S-iCa (Markowitz et al. 1988). Minisola et al. (1993) found 
that S-iCa concentration decreases with age in men, but not in women. In addition, Calvo 
et al. (1991) reported sex differences in the nocturnal adaptation to fasting, as women had 
lower S-iCa concentrations and higher U-Ca excretions after at 05:00. In follow-ups of 24 
h or less, oral Ca intake (dose 500–1500 mg) increased S-iCa and decreased S-PTH 
concentrations as well as increased U-Ca excretion in both men and women (Herfarth et 
al. 1992a, Horowitz et al. 1994, Kärkkäinen et al. 2001).  
 
As S-iCa concentration is maintained at normal levels, by inducing increases in PTH 
secretion, S-PTH concentration gives useful information about Ca homeostasis when 
measured together with S-iCa, S-Ca and U-Ca. In fact, PTH response to an oral Ca load 
has been used as an indicator of Ca bioavailability from Ca supplements (Gonnelli et al. 
1995) and foods (Kärkkäinen et al. 1997).  In a review discussing how to assess Ca status, 
the author proposes that urinary Ca/creatinine (Cr) ratios might be a useful tool for 
assessment of Ca status, even from 2-h fasting urine samples (Weaver 1990), as U-Ca is 
significantly, albeit with a low correlation, related to Ca intake. In research, U-Ca 
excretion has been used as a marker of Ca absorption, although U-Ca excretion does not 
equal the amount of absorbed Ca (Mortensen and Charles 1996). Normal 24-h U-Ca 
excretion is 1.25-5.50 mmol (Yhtyneet Medix Laboratoriot 2009). Calvo et al. (1991) 






2.1.5.3 Effects of dietary calcium on calcium metabolism 
Although Ca absorption rate decreases with increasing Ca intake (Heaney et al. 1989), 
oral Ca intake has in several studies been found to increase S-iCa concentration in healthy 
men and women of varied ages (e.g. Herfarth et al. 1992b, Kärkkäinen et al. 2001, 
Sadideen and Swaminathan 2004). Oral Ca intake (dose 172 mg) has been demonstrated 
to acutely (within hours) suppress PTH secretion (e.g. Herfarth et al. 1992a, Kärkkäinen et 
al. 1997, Guillemant et al. 1994, Guillemant et al. 2000, Kärkkäinen et al. 2001). In fact, 
acute dose-dependent effects on S-iCa and S-PTH concentrations after 250- and 1000-mg 
Ca doses (Kärkkäinen et al. 2001) as well as after 500- and 1500-mg Ca doses 
(Guillemant and Guillemant 1993) have been reported. However, with administration of a 
single oral 1000-mg and 2000-mg Ca dose, S-iCa increased in a similar manner, with the 
maximal increase occurring after 2 h of Ca administration, indicating saturation of the 
active Ca absorption mechanism (Herfarth et al. 1992a). When Ca intake was diminished 
from 900 to 170 mg/d for four days, S-PTH increased from 24 to 41 ng/l in premenopausal 
women (Prince et al. 1990). With age, the increasing effects of Ca load on S-iCa and the 
decreasing effects on S-PTH have been observed to diminish (Guillemant et al. 1994). 
Understandably, as in normal physiological conditions, an increase in S-PTH 
concentration results in lower U-Ca excretion, an increase in U-Ca excretion is found in 
response to higher dietary Ca intake (Harvey et al. 1988, Guillemant and Guillemant 
1993, Matkovic et al. 1995, Kärkkäinen et al. 2001). In a controlled situation, U-Ca 
excretion strongly correlates with acute Ca intake (for review, see Charles 1992). With 
ageing, U-Ca excretion decreases (Davis et al. 1970), which might be due to an age-
related decrease in Ca absorption, a reduction in the filtered Ca amount or a poor vitamin 
D status. In addition, Ca intake has indirect effects on 1,25(OH)2D, as PTH, the central 
regulator of Ca metabolism, mediates the impact of Ca intake on 1,25(OH)2D; elevated S-
PTH increases the production of 1,25(OH)2D in the kidneys. S-PTH and S-25(OH)D 
concentrations correlate negatively (e.g. Lamberg-Allardt et al. 2001), but S-1,25(OH)2D 
does not correlate with S-PTH, although S-1,25(OH)2D is an important down-regulator of 
PTH synthesis.  
2.1.5.4 Effects of dietary phosphorus on calcium metabolism 
Earlier studies imply that dietary P might interfere with Ca metabolism in several ways: 
by directly affecting S-iCa concentration (Herfarth et al. 1992b) and U-Ca excretion (Lau 
et al. 1982) or through PTH secretion (Kilav et al. 1995) and 1,25(OH)2D production 
(Yoshida et al. 2001). Conflicting results exist concerning the effects of P on Ca 
absorption (Spencer et al. 1978, Zemel and Linkswiler 1981, Heaney and Recker 1982, 
Heaney 2000), and only a few studies have been conducted on this topic, usually with a 
small number of subjects. An increase in dietary P intake (2000 mg/d) increased faecal Ca 
excretion in some but not all study subjects, when daily Ca intake was 2000 mg, but not 
when Ca intake was < 1500 mg (Spencer et al. 1978). No association was present between 






Recker 1982, Heaney 2000). Different phosphate additives may vary in their effects on Ca 
absorption, as polyphosphates have decreased Ca absorption compared with 
ortophosphates (Zemel and Linkswiler 1981). While it is uncertain whether P directly 
affects Ca absorption, P might influence absorption through 1,25(OH)2D synthesis, as P 
directly and independently determines the 1,25(OH)2D production rate by affecting the 
function of 1--hydroxylase in vivo (Yoshida et al. 2001). These effects have been 
demonstrated also in healthy humans; P supplementation (3000 mg/d) for 10 days 
decreased S-1,25(OH)2D concentration, whereas P restriction (500 mg/d) increased the 
concentration (Portale et al. 1986). Based on the findings of Portale and co-workers (1984, 
1986, 1987, 1989), P regulates the production rate of 1,25(OH)2D, thus affecting the S-
1,25(OH)2D concentration. In postmenopausal women, the association between S-PTH 
and S-1,25(OH)2D was significant only with a moderate dietary P intake, but the 
association diminished with high or low P intakes (Dawson-Hughes et al. 1991). 
However, in the same age group of healthy women, S-1,25(OH)2D was no affected by 
high P intake despite elevated S-PTH concentration (Silverberg et al. 1989). In 
osteoporotic women, acute P intake decreased S-1,25(OH)2D levels (Silverberg et al. 
1989).  
 
In an intervention study, dietary P supplementation (3000 mg/d) for 10 days decreased S-
iCa concentration in healthy males (Portale et al. 1987). In some studies, a high P intake 
was reported to even decrease S-Ca concentration in both sexes (Reiss et al. 1970, Bell et 
al. 1977, Silverberg et al. 1986). The mechanism underlying the impact of high P intake 
on S-iCa remains unclear, but S-iCa may decrease due to diminished Ca absorption as a 
result of formation of the Ca-Pi complex in the gut. While S-iCa and S-Ca decreased after 
P loading in humans, it has also been demonstrated that P per se increases PTH secretion 
in vitro (Slatopolsky et al. 1996) and in vivo in rats (Kilav et al. 1995), probably through 
the NTPs in parathyroid glands (Tatsumi et al. 1998, Miyamoto et al. 1999). Strong 
evidence has emerged in animals that high-P diets increase PTH secretion (for review, see 
Calvo and Park 1996). Masuyama et al. (2000) found in rats that a high-P diet reduces 
PTH action in the kidneys, despite the increased S-PTH concentration, by decreasing the 
number of PTH receptors. In some studies with humans, high dietary P intake increased S-
PTH concentration in longer term situations (e.g. Portale et al. 1986, Silverberg et al. 
1986), but no studies have properly investigated the dose-response effects of dietary P 
intakes. In addition, P sources may differ in their effects on S-PTH; acutely, P originating 
from phosphate additives alone increased S-PTH concentration more than P from cheese, 
meat and whole-grain products (Karp et al. 2007).  
 
In normal physiological conditions, elevated S-PTH decreases U-Ca excretion. Dietary P 
might also directly affect Ca reabsorption in the kidneys by enhancing reabsorption 
independently of PTH, S-Ca and renal Na handling (Lau et al. 1982). Although a high-P 
diet decreases U-Ca excretion (Hegsted, et al. 1981), there is no evidence that P 
significantly affects faecal Ca excretion. When dietary P intake was increased from 800 to 
2000 mg/d at varied dietary Ca intake levels (200, 800 and 2000 mg/d), Spencer et al. 






decreased significantly. The different forms of phosphate salts may also vary in their 
responses to Ca metabolism. In rats fed a high-P diet, the development of nephro-
calcinosis and diminished kidney function was more severe with P ingested in the form of 
polyphosphates than in the form of ortophosphates (Matsuzaki et al. 1999).  
2.1.5.5 Effects of dietary calcium-to-phosphorus ratio on calcium metabolism 
In studies with mice, rats and dogs, a low dietary Ca:P ratio increased PTH secretion in a 
chronic manner (Shah et al. 1967, Clark 1969, Krook et al. 1971, Koshihara et al. 2005a, 
Huttunen et al. 2007). Moreover, S-Ca level in rats seemed to be more dependent on 
dietary Ca:P ratio than on the absolute dietary Ca intake (Clark 1969). In humans, only 
two studies conducted over 50 years ago with a low number of subjects specifically 
investigated the effects of dietary Ca:P ratios on Ca metabolism (Leichsenring et al. 1951, 
Patton et al. 1953) (Table 7). More recent intervention studies have evaluated only high-P, 
low-Ca diets (Calvo et al. 1988, Calvo et al. 1990, Kärkkäinen and Lamberg-Allardt 
1996) or high-P, adequate-Ca/high-Ca diets (Whybro et al. 1998, Grimm et al. 2001) 
(Table 7). Patton et al. (1953) described U-Ca excretion to increase with an increasing 
Ca:P ratio and a constant Ca intake. At varying levels of Ca intake, when P intake was 
increased, no significant effect on Ca retention was observed. However, when P intake 
was kept constant, an increase in Ca intake resulted in an increase in Ca balance. In 
intervention studies, low-Ca, high-P diets decreased S-iCa and increased S-PTH 
concentration in healthy young men and women (Calvo et al. 1988, Calvo et al. 1990, 
Kärkkäinen and Lamberg-Allardt 1996). In these studies, hormonal changes (increased S-
PTH) similar to those observed in animal studies (for review, see Calvo and Park 1996) 
were demonstrated, suggesting the adverse effects of low dietary Ca:P ratios on Ca 
metabolism. Although dietary Ca intake was adequate (800 mg), by increasing the daily P 
intake from 800 to 1800 mg S-PTH increased (Whybro et al. 1998). However, when Ca 
intake was high (1995 mg/d), high P (~3000 mg/d) intake had no effect on S-PTH (Grimm 
et al. 2001). A diet with high P and low Ca may cause alterations also in other Ca-
regulating hormones, as Calvo and co-workers (1990) found that after a 4-week low-Ca, 
high-P diet S-PTH levels increased, but no changes occurred in S-1,25(OH)2D 

















Table 7.  Studies investigating the effects of dietary Ca:P ratios or high-P diets. 
Study Ca intake  
(mg/d) 
Total P intake: 





















4 weeks 17 (F) 





766, 1066 (300), 
1366 (600) 
766, 1066 (300), 
1366 (600) 








2 weeks 18 (F) 
Calvo et al. 1988 420 1660 0.25(0.19) 8 days 8 (F) +8 (M) 
Calvo et al. 1990 400 1700 0.24 (0.18) 4 weeks 15 (F) 
Kärkkäinen and 
Lamberg-Allardt 1996 
375 2378 (1500)  0.16 (0.12) 24 hours 10 (F) 








1 week 11 (M) 
Whybro et al. 1998 800 1800 (1000) 0.44 (0.33) 1 week 9 (M) 
Grimm et al. 2001 1995 3008 (1595) 0.66 (0.50) 6 weeks 10 (F) 
* F=female, M=male 
2.2 Bone 
Two types of bone tissue exist: cortical bone, which is the main form of bone tissue, and 
trabecular bone. Trabecular bone is metabolically more active. It has a shorter remodelling 
cycle (3 months), while in cortical bone it lasts 4 months (Dempster 1995). Bone tissue 
components include organic matrix, cells and minerals, which are mostly in the form of 
hydroxyapatite (Ca10(PO4)6(OH)2). Bone has three types of cells: bone-forming cells 
(osteoblasts), bone-resorbing cells (osteoclasts) and osteocytes (for review, see Raisz 
2005). In the adult skeleton, 90-95% of bone cells are osteocytes, 4-6% osteoblasts and 1-
2% osteoclasts (see Bonewald 2008).  Bone organic matrix contains approximately 90% 








Osteoporosis and osteoporotic fractures are considered major public health problems in 
developed countries and are costly worldwide (Kannus et al. 1999, International 
Osteoporosis Foundation 2004). The definition of osteoporosis is “a systemic skeletal 
disease characterized by low bone mass and microarchitectural deterioration of bone 
tissue, with a consequent increase in bone fragility and susceptibility to fracture risk” 
(Anon 1993). The risk of fracture can be predicted by measuring bone mineral density 
(BMD) (Marshall et al. 1996), and a BMD value of -2.5 standard deviations (SD) or lower 
in relative to young adults is defined as osteoporosis (WHO 1994). The primary diagnostic 
technique for measuring BMD is dual-energy x-ray absorptiometry (DXA), but other 
techniques are also available, as summarized by Bonjour et al. (2009a).  
 
Osteoporosis is becoming an increasingly severe disease in the ageing societies of Western 
countries. Osteoporosis affects an estimated 75 million people in Europe, USA and Japan 
(EFFO and NOF 1997). In Europe, the number of osteoporotic fractures in 2000 was 
estimated to be 3.79 million, 0.89 million of which were hip fractures (Kanis and Johnell 
2005). This estimation suggests that in a population aged over 50 years, one in three 
women and one in five men will suffer osteoporotic fractures (Melton et al. 1992, Melton 
et al. 1998, Kanis et al. 2000). The most severe osteoporotic fracture is a hip fracture, 
which usually occurs in an elderly person after a fall. In both women and men, ageing and 
low BMD are the major risk factors for osteoporotic fractures. Due to lower peak bone 
mass, earlier and greater bone loss and longer life span, osteoporosis and osteoporotic 
fractures are more common among women than men. In Finland, at the end of the 20th 
century, Kannus et al. (1999) predicted that the incidence of osteoporotic fractures would 
increase 3-fold by 2030, based on the incidence of hip fractures from 1960 to 1994. 
However, more recent calculations suggest that these estimations may be too high 
(Kannus et al. 2006), as the incidence of fractures followed between 1997 and 2004 
declined by 17% in women and 6% in men. The authors speculated that this might be due 
to a healthier ageing population, an increase in body weight and improved functional 
ability in the elderly. It might also be due to better screening and treatment for 
osteoporosis and fractures. 
2.2.1.1 Effects of lifestyle factors on risk of osteoporosis 
Peak bone mass (PBM) is an essential determinant in the risk of osteoporotic fractures in 
later life. Genes determine 60-80% of bone mass (Nguyen et al. 1998, Hunter 2005). 
Lifestyle factors, such as physical activity (Welten et al. 1994), nutrition (see reviews by 
Robins and New 1997, Bonjour et al. 2009b), smoking (Law and Hackshaw 1997, Nevitt 
et al. 2005,), alcohol consumption (Hernandez-Avila et al. 1991, García-Sanches et al. 
1995), diseases (e.g. malabsorption, anorexia, hypogonadism) and the use of certain 
medicines, also affect bone mass. Moreover, nutrients and genes interact with each other, 






life. These nutrients also play a potential role in osteoporosis prevention (for review, see 
Bonjour et al. 2009b). The most investigated nutrient is Ca, and the importance of both 
adequate vitamin D status and Ca intake in bone health are well established (Welten et al. 
1995, Bischoff-Ferrari et al. 2005, Tang et al. 2007). As presented in a review by Bonjour 
et al. (2009b), other nutrients, e.g. P, magnesium (Mg), vitamin K and strontium, as well 
as protein (for review, see Ginty 2003) also influence bone health.  
 
Childhood and adolescence are vitally important periods; bone mass accumulates until the 
age of 20 (Theintz et al. 1992, Kröger et al. 1993) or even until the age of 30 (Recker et 
al. 1992), when PBM is gained. During growth, heredity, specific nutrient intakes (vitamin 
D, Ca, P, protein), endocrine factors (sex steroids, IGF-I, 1,25(OH)2D), physical activity 
and body weight influence bone mass accumulation (see review by Bonjour et al. 2009a). 
Adequate Ca intake has been recognized to be an important determinant of PBM (for 
review, see Flynn 2003). Ca is considered the limiting factor for bone mineral accrual, and 
Ca intake of 1300 mg/d is proposed to fulfil the retention rates in puberty (Bailey et al. 
2000). As summarized by Heaney (2009) and Bonjour et al. (2009a), some but not all 
studies conducted during childhood and adolescence have noted a positive correlation 
between dietary Ca intake, mainly derived from dairy products, and bone mineral mass. 
Vitamin D is required for normal skeletal growth, and deficiency results in rickets in 
children. The impact of vitamin D status or supplementation on bone measures in children 
has been limited despite suppressive effects on S-PTH (Bonjour et al. 2009a). Instead, 
physical activity during growth enhances bone accrual (Välimäki et al. 1994, Uusi-Rasi et 
al. 1997, Heinonen et al. 2000, MacKelvie et al. 2004). Activity in childhood is associated 
with adult BMD (Pesonen et al. 2005).  
 
While bone mass is gained in childhood, in adulthood bone mass is maintained and its loss 
should be prevented. Bone loss is a normal physiological process, occuring in all humans 
in response to hormonal changes and decreased physical activity levels and muscle mass. 
However, as presented in a review by Bonjour et al. (2009a), if an individual gains high 
PBM in childhood, it will decrease the risk of osteoporotic fractures in later life; an 
increase in PBM by one SD will reduce the fracture risk by 50%. In postmenopausal 
women, bone loss is due to the anabolic effect of oestrogen depletion. By the age of 80 
years, women are estimated to lose 30-50% and men 25-30% of bone mass (Väänänen 
1996). In epidemiological and intervention studies, Ca intake and BMD in women 
correlated positively before (Welten et al. 1995) and after menopause (Reid et al. 1995, 
Shea et al. 2004). In adults, strong evidence links insufficient vitamin D status, as 
determined by low S-25OHD concentrations, to the development of osteoporosis 
(Zitterman 2003).  
2.2.2 Bone metabolism 
As a living tissue, bone renews itself continuously. Briefly, in this remodeling process, 






Several nutrients are important; Ca, P and Mg are needed for bone matrix formation, while 
sufficient vitamin D status ensures active Ca absorption in the gut. Protein and some 
minerals are also needed for collagen synthesis (for review, see Bonjour et al. 2009b). 
Bone remodelling is regulated by hormones and local factors (Table 8). The most 
important hormones regulating remodelling are PTH and 1,25(OH)2D. In healthy adults, a 
balance exists between the functions of osteoclasts and osteoblasts in ensuring skeletal 
maintenance and integrity. When bone turnover increases in women due to oestrogen 
withdrawal in menopause, bone loss accelerates due to increased bone remodelling; thus 
more bone is resorbed than replaced (for review, see Seeman 2002). Secondary 
hyperparathyroidism might further increase remodelling in both elderly men and women, 
as reduced Ca absorption decreases S-Ca concentration, which in turn increases PTH 
secretion to ensure the maintenance of S-Ca. This is done by increased cortical bone 
remodelling (Seeman 2002), thus resulting in Ca and P release from bone. 
Table 8.  Regulation of bone remodelling (adapted from Raisz 1999). 
Factor Bone resorption Bone formation
PTH1   ()*
1,25(OH)2D1   ()*
Calcitonin  ?
Oestrogen  ()**
Growth hormone/IGF1  
Thyroid hormone  
Glucocorticoids *** 
1 PTH, parathyroid hormone; 1,25(OH)2D, calcitriol; IGF, insulin like growth factor 
 = increase,  = decrease, ?= not known  
* PTH and vitamin D decrease collagen synthesis in high doses 
** Decreases bone formation by decreasing remodelling, but formation is decreased less than resorption and bone mass     
increases 
*** May increase resorption indirectly by inhibiting Ca absorption and sex hormone production 
2.2.2.1 Regulators of bone metabolism 
Parathyroid hormone 
The parathyroid gland synthesizes PTH. The biologically active PTH form (intact PTH) is 
a polypeptide containing 84 amino acids. PTH is secreted in response to relatively small 
changes in S-iCa concentrations. The effects of S-iCa concentrations on the parathyroid 
gland are mediated by extracellular Ca-sensing receptors (Brown et al. 1993). Intact PTH 
is degraded rapidly in the liver (70%) and kidneys (20%), as the half-life of intact PTH is 
only ca. 2 min (Schmitt et al. 1996), while the half-lives of inactive PTH forms are ca. 45 
min (Herfarth et al. 1992b). Ca supplementation has been found to decrease PTH secretion 
more in younger (20-40 years) than older (60-88 years) individuals (Guillemant et al. 
1994). As discussed earlier, high S-iCa and S-1,25(OH)2D concentrations produce 
feedback inhibition for PTH secretion, while high S-Pi increases PTH secretion. The latest 






Dov et al. 2007). In addition, transmembrane protein -klotho, which FGF23 needs in the 
kidney to inhibit U-Pi reabsorption, is also found in parathyroid cells. -klotho may 
mediate the effects of S-Pi on PTH secretion (Brownstein et al. 2008). 
 
PTH is a major regulator of bone metabolism, but it has dual effects on bone; intermittent 
administration of PTH stimulates bone formation (Liu and Kalu 1990) and increases 
trabecular bone mass (Hodsman et al. 1991), while continuous excessive PTH secretion, 
which is common especially in hyperparathyroidism, increases bone turnover (Tam et al. 
1982, Schiller et al. 1999) and releases Ca and P from bone. Thus, continuously high S-
PTH leads to decreased bone mineral mass. Since intermittent administration of PTH has 
been found to be favourable for bone, it is used in combination with oestrogen for 
osteoporosis treatment in women after menopause (Lindsay et al. 1997). PTH has direct 
effects on bone through PTH receptors in osteoblasts (Talmage et al. 1976), and with high 
continuous PTH concentrations there is an acute inhibition of collagen synthesis (Dietrich 
et al. 1976). Ca released from bone has been hypothesized to also directly regulate 
osteoblasts and osteoclasts, as some evidence has emerged that osteoblasts and osteoclasts 
may sense extracellular Ca concentrations (Quarles 1997).  
 
PTH concentration increases with age in both females and males (Endres et al. 1987, Chan 
et al. 1992, Minisola et al. 1993, Khaw et al. 1994), which may produce an increase in 
bone turnover and a loss of bone mass, particularly in cortical bone (for review, see Raisz 
1999). There is also a diurnal variation in PTH secretion; S-PTH concentration is the 
highest at 18:00 and at 02:00 (Calvo et al. 1991) and apparently lower in the mornings at 
09:30-10:00 (Calvo et al. 1991, Herfart et al. 1992b). The difference between peak and 
nadir is around 30% (Logue et al. 1990). S-PTH concentration follows changes in S-iCa 
(Markowitz et al. 1988, Calvo et al. 1991, Schmitt et al. 1996) as well as S-Pi 
concentrations (Markowitz et al. 1981, Portale et al. 1984, Herfarth et al. 1992b).  
 
Calcitriol 
The main effect of vitamin D on bone is mediated through Ca balance, as the 1,25(OH)2D 
increases Ca absorption in the gut and in cooperation with PTH increases the release of Ca 
and P from bone. 1,25(OH)2D independently interacts with the vitamin D receptor in the 
parathyroid glands, resulting in an inhibition of PTH gene transcription (for review, see 
Holick 1996). VDRs have been found in more than 30 different tissues, e.g. bone, gut and 
parathyroid glands (for review, see Zitterman 2003). Based on the present knowledge, the 
main function of vitamin D on bone is to maintain a healthy mineralized skeleton by 
ensuring sufficient blood and extracellular Ca and Pi concentrations. Changes in vitamin 
D status (S-25OHD) are mediated through PTH.  
 
FGF-23 
FGF-23, a 32-kDa protein, has a specific role in P and bone metabolism. The kidney is a 
principal target organ for FGF-23. Osteoblasts and osteocytes produce FGF-23 in response 
to the increased S-Pi and 1,25(OH)2D concentrations (Kolek et al. 2005, Saito et al. 2005). 






2005). In the kidneys, FGF-23 inhibits Pi reabsorption, thus promoting U-Pi excretion, 
and also inhibits 1,25(OH)2D production (Shimada et al. 2001, Shimada et al. 2004a). It 
has been reported that an increase in S-FGF-23 predicts an increase in S-PTH (Kazama et 
al. 2005). In healthy humans, none or only modest alterations occur in S-FGF-23 
concentrations in response to dietary P intakes, while in animals, a low-P diet decreases 
and a high-P diet increases S-FGF-23 concentrations as summarized by Shaikh (2008). 
FGF-23-null mice have decreased BMD, elevated S-Pi and 1,25(OH)2D concentrations 
and low S-PTH concentrations (Shimada et al. 2004b). However, it is unknown whether 
the decreased bone mineralization is a direct effect of the decreased FGF-23 or due to the 
elevated S-Pi and 1,25(OH)2D concentrations. Many unsolved questions remain, e.g. how 
and where S-Pi changes are sensed in the human body and how these changes lead to 
different S-FGF-23 levels. It is also unclear how the production of FGF-23 is controlled 
(for reviews, see Fukumoto 2008, Bergwitz and Jüppner 2010).  
 
Oestrogen 
Oestrogen is essential for normal epiphyseal maturation and skeletal mineralization in 
puberty in girls and boys. Oestrogen also regulates bone turnover throughout life in both 
sexes (see review by Raisz 2005). Oestrogen deficiency leads to increased bone 
remodelling, seen as a more efficient resorption than formation rate and decreased bone 
mass. This most commonly occurs in postmenopausal women. In menopause, oestrogen 
treatment decreases bone turnover by acting directly on bone cells through their specific 
oestrogen receptors. The results of an in vitro study suggest that oestrogen may regulate 
PTH indirectly, possibly via FGF-23 (Carrillo-López et al. 2009). Oestrogen replacement 
therapy decreased S-PTH concentration in postmenopausal women (Khosla et al. 1997).  
 
Some evidence suggests that the use of combined hormonal contraceptives preserves bone 
mass in perimenopausal women (Martins et al. 2006). However, the use of contraceptives 
during adolescence has been associated with lower BMD (Martins et al. 2006). Recently, 
the use of oral hormonal contraceptives and the duration of use were found to be 
associated with lower BMD in 19- to 30-year-old women (Scholes et al. 2010). Hormonal 
contraceptives suppress ovarian oestrogen production, keeping the circulating oestrogen 
concentration low. This might be the mechanism causing deficits in bone mass in 
adolescence. This is especially seen with the use of injectable contraceptives (depot 
medroxy-progesterone acetate, DMPA), which is rarely used among women in Finland 
(Backman et al. 2008). DMPA has been found to be associated with lower BMD and 
increased bone resorption (Ott et al. 2001, Scholes et al. 2005), as the use of DMPA 
produces a hypo-oestrogenic state in women. However, women who discontinued DMPA 
use gained BMD (Curtis and Martins 2006).   
2.2.2.2 Markers of bone metabolism 
Bone remodelling, also known as bone turnover, is an essential part of bone health. A 






In remodelling, around 10% of bone is replaced every year (for review, see Watts 1999). 
Biomarkers of bone remodelling are classified into markers of bone resorption (Table 9) 
and formation (Table 10). Today, numerous novel and specific bone markers are available, 
as presented in the review by Seibel (2002). Thus, the short-term effect of nutrients and 
other lifestyle factors on bone metabolism in vivo can be monitored, by measuring markers 
from serum and urine samples. Some markers specifically measure certain phases of the 
remodelling cycle and others reflect general turnover rate. As most marker components 
are also present in tissues other than bone, non-skeletal processes may have an influence 
on them. One such marker is serum total alkaline phosphatase (ALP), which is a widely 
used bone remodelling marker. Unlike its isoenzyme bone alkaline phosphatase (BALP), 
ALP is not bone-specific, as it originates also from the liver, intestine, kidney and 
placenta. When measuring bone markers, the large intra- and interindividual variability in 
the concentrations of bone markers should be taken into account.  
Table 9.  Biochemical markers of bone resorption (modified from Seibel 2002). 
Marker Process Origin Specimen 
CTx* Bone resorption All tissues containing 
type I collagen 
Serum, urine 
DPD* Bone resorption Bone, dentin Serum, urine 
Hypro* Bone resorption Bone, cartilage, soft 
tissue, skin 
Urine 
NTx* Bone resorption All tissues containing 
type I collagen 
Serum, urine 
PYD* Bone resorption Bone, cartilage, tendon, 
blood vessels  
Serum, urine 
TRACP 5b* Osteoclast number Osteoclasts, bone, blood Plasma, serum 
* CTX, carboxyl-terminal telopeptide of collagen type I; DPD, deoxypyridinoline; Hypro, hydroxyproline; NTx, 
aminoterminal telopeptide of collagen type I; PYD, pyridinoline; TRACP 5b, tartrate-resistant acid phosphatase 5b. 
Table 10.  Biochemical markers of bone formation (modified from Seibel 2002). 
Marker Process Origin Specimen 
BALP* Osteoblast differentation Bone Serum 
OC* Bone formation Bone, platelets Serum 
PICP* Bone formation Bone, soft tissue, skin Serum 
PINP* Bone formation Bone, soft tissue, skin Serum 
* BALP, bone-specific alkaline phosphatase; OC, osteocalcin; PICP, C-terminal propeptide of type I collagen; 
 PINP, N-terminal propeptide of type I collagen. 
2.2.3 Effects of dietary phosphorus on bone 
According to several animal and limited human intervention studies, a high P intake 
affects bone metabolism through alterations in Ca, PTH and 1,25(OH)2D metabolism (for 






mediated through the increased PTH secretion. In healthy humans, a continuously high S-
PTH results in higher bone resorption and release of Ca and P from bone, while the 
intermittent administration of PTH has the opposite effects. In fact, teriparatide, the N-
terminal (1-34) fragment of recombinant human PTH is used to treat osteoporosis (for 
review, see Hodsman et al. 2005). Therefore, in vivo, the combined effect of P and PTH 
on bone metabolism is complex and may vary from an acute situation to a long-term one. 
However, when renal function is impaired, excess P intake has very damaging effects on 
bone, as chronic kidney disease might lead to a multifactorial bone disorder, CKD-MBD 
(for review, see Leonard 2009). Previously, Lundquist et al. (2007) reported that in vitro 
bone mineralization by P is dependent on osteoblast NPT2 transporters, as osteoblasts 
expressed both NPT2a and NPT2b, which are responsible for the majority of osteoblast P 
uptake, in addition to NPT3 type. Unlike results from in vivo studies, high doses of P in 
vitro have prevented bone resorption by reducing the formation of osteoclasts and the 
activity of mature osteoclasts (Yates et al. 1991). 
 
Secondary hyperparathyroidism is known to negatively affect bone health by increasing 
bone remodelling. In experimental rats, Katsumata et al. (2005) and Huttunen et al. (2006, 
2007) reported that diets high in P resulted in secondary hyperparathyroidism and bone 
loss. In healthy humans, no controlled or follow-up studies exist on the effects of different 
P doses on bone mass, structure or geometry. However, evidence from an epidemiological 
cross-sectional study suggests that greater than recommended P intakes are negatively and 
independently associated with lower amounts of bone mass in young women (Metz et al. 
1993). P sources might also vary in their effects on bone, as some earlier epidemiological 
studies have revealed unfavourable associations of phosphoric acid-containing soft drinks 
with bone (Fernando et al. 1999, Wyshak 2000, Tucker et al. 2006). In cola beverages, 
phosphate additives are present in the form of phosphoric acid (H3PO4), while in other 
foods different forms of phosphate salts, e.g. sodium polyphosphates, are used (Suurseppä 
et al. 2001). Although P content of cola beverages is low and does not contribute a large P 
propotion of the total P intakes in normal diets, when cola beverages are consumed in high 
quantities, e.g. over 1.5 l/d, such an amount may contribute notably to the total P intake. It 
is unclear whether it is phosphoric acid or some other component in phosphoric acid-
containing beverages that negatively affects bone (Tucker et al. 2006). The designs of 
some of these studies have been criticized (Anderson 2001). In addition, cola beverages 
contain phosphate additives alone, unlike other foods, which usually contain only natural 
P or both. Two earlier intervention studies indicated that P from phosphate additives alone 
(Karp et al. 2007) or phosphate additives in foods (Bell et al. 1977) might have more 
negative effects on bone than natural P in foods.  
2.2.4 Effects of dietary calcium on bone 
The importance of adequate Ca intake for BMD in children and adults has been widely 
evaluated and established (see e.g. reviews by Heaney 2009, Bonjour et al. 2009a). 






(Bonjour et al. 2009a) or have higher dietary Ca intake (Wosje and Specker 2000) gain 
greater BMD. During the growth period adequate Ca intake can maximize the positive 
effects of physical activity on bone health (Specker and Binkley 2003). Nieves et al. 
(1995) predicted that by increasing Ca intake from 800 to 1200 mg/d during teenage years, 
hip BMD would increase by 6%. However, the skeleton might be more responsive to Ca 
supplementation before the beginning of pubertal maturation than during the peripubertal 
period (Wosje and Specker 2000). Epidemiological studies indicate that high Ca intake 
through the lifetime could decrease fracture risk even by 60% (Heaney 1992). Meta-
analyses concluded that in the postmenopausal period Ca supplementation has positive 
effects on BMD by maintaining bone mass (Welten et al. 1995) and attenuating bone loss 
(Shea et al. 2002). Beneficial effects of Ca supplementation on BMD might also be 
possible later in life, as summarized by Flynn (2003).  
 
The associations between the consumption of dairy products and bone health have been 
widely investigated (for review, see Guéguen and Pointillart 2000, Heaney 2009). Dairy 
product consumption has been positively associated with BMC and BMD in several 
randomized controlled and observational studies during varying periods of life (Bonjour et 
al. 2009a, Heaney 2009). In addition, a recent meta-analysis in children concluded that the 
BMC of the total body and lumbar spine were increased with higher Ca intake and dairy 
product consumption (Huncharek et al. 2008). A retrospective study in women aged 20-49 
years suggested that milk consumption in childhood and adolescence might be positively 
related to bone mineral mass and inversely to the risk of fractures (Kalkwarf et al. 2003). 
However, contradictory results of the association between dairy products consumption and 
fracture risk also exist; for example, a meta-analysis of nearly 40 000 subjects indicated 
that low milk consumption was not associated with any marked increase in fracture risk 
(Kanis et al. 2005).  
 
The short-term effects of Ca administration (Ca supplement or Ca-enriched mineral water) 
on the markers of bone resorption and formation have been investigated in healthy adults. 
Ca administration decreased the concentration of several bone resorption markers (U-
PYD, U-DPD, U-CTx, U-NTx, S-NTx, S-CTx, S-ICTP) (Horowitz et al. 1994, 
Guillemant et al. 2000, Villa et al. 2000, Guillemant et al. 2003, Guillemant et al. 2004, 
Sadideen and Swaminathan 2004) or had no effects (S-ICTP, U-DPD) (Kärkkäinen et al. 
2001). Conflicting results of the effects of Ca intake on bone formation markers have 
reported in some studies, although relatively few studies exist in this field. In young 
women, Ca restriction (<250 mg/d) increased S-OC concentration (Kusuhara et al. 1991), 
while Ca supplementation acutely (Kärkkäinen et al. 2001) or for two weeks (Ginty et al. 
1998) did not affect S-OC, S-BALP or S-PICP concentrations. However, S-PICP 
concentration increased after a 7-day Ca intake (800 mg/d), which was followed by a 22-






2.2.5 Effects of dietary calcium-to-phosphorus ratio on bone 
The adverse effects of low Ca:P ratios in animal diets are quite convincing, as animals fed 
with high-P and low-Ca, i.e. low Ca:P ratio, diets manifested secondary 
hyperparathyroidism (seen as e.g. increased S-PTH and decreased S-Ca concentrations), 
loss of bone and osteopenia (for review, see Calvo and Park 1996). Bell and co-workers 
(1980) found that by increasing Ca intake of mature mice the adverse effects of high P 
intake on bone could be partially diminished. Mice receiving a low-P diet with varying Ca 
intakes had higher bone weight and mineral content than mice with a high-P diet with 
varying Ca intakes. A few years ago, Koshihara et al. (2005b) reported that a high Ca:P 
ratio due to low P intake was favourable for bone mineralization in adult rats since it 
increased Ca absorption. A reduction in dietary Ca:P ratio, in turn, decreased bone mass 
and strength in oestrogen-deficient rats (Koshihara et al. 2005a). Some cross-sectional 
studies in humans have also described an association between dietary Ca:P ratios and 
BMC or BMD. A positive correlation was noted between dietary Ca:P ratio and BMD in 
perimenopausal women (Lukert et al. 1987) and between dietary Ca:P ratio and BMC in 
older men, but not in older women (Yano et al. 1985). In a more recent cross-sectional 
study, Basabe et al. (2004) concluded that high Ca intake (1000 mg/d) and a Ca:P weight 
ratio exceeding 0.74 were associated with better BMD in young females. These findings 
are in accord with epidemiological studies in young females conducted in the 1990s by 
Metz et al. (1993) and Teegarden et al. (1998). Interestingly, the Ca:P ratio of a single 
foodstuff might affect bone metabolism, as the consumption of cheese, which has a high 
Ca:P ratio, decreased S-PTH and bone resorption (U-NTx), unlike the other P sources 








3 Aims of the study 
The main objective of this thesis was to examine the effects of dietary phosphorus (P) on 
calcium (Ca) and bone metabolism in healthy Finnish women. Dietary P was evaluated 
since P intake is high in Finland, as in many other Western countries. In addition, the 
rising consumption of processed foods during the last decades has increased not only the 
intake of total dietary P but also P from phosphate-containing food additives. Moreover, 
some previous studies have suggested that excessive P intake could be deleterious to bone 
through increased parathyroid hormone secretion. Therefore, the specific aims here were 
to investigate P intakes commonly found in Western diets as well as to compare the effects 
of dietary P originating from natural P and from phosphate additives. As the metabolism 
of Ca and P is tightly bound together, not only the effects of dietary P per se but also the 
dual effects of Ca and P intakes on bone health were evaluated. Women served as study 
subjects since before menopause they are more vulnerable than men to developing 
osteoporosis due to a lower peak bone mass. 
 
Specific research questions addressed were as follows: 
 
Study I: Does dietary P affect Ca and bone metabolism in healthy females in a controlled 
short-term study? Are the effects of dietary P dose-dependent? 
 
Study II: Do the effects of high P intake on Ca and bone metabolism diminish with 
increasing dietary Ca intake in healthy females in a controlled short-term situation? Are 
the effects of dietary Ca dose-dependent when dietary P intake is high? 
 
Study III: Are associations of dietary P originating from natural P and P in phosphate 
additives with the central markers of Ca and bone metabolism different in healthy females 
in a cross-sectional study design? Are the associations between the central markers of Ca 
and bone metabolism and total high habitual dietary P intakes different from the low 
intakes?  
 
Study IV: Are there relationships between dietary Ca:P ratios and serum parathyroid 
hormone concentration and Ca metabolism in the habitual diets of healthy females in a 
cross-sectional study?  Is the optimal dietary Ca:P molar ratio of 1 achievable in habitual 






4 Subjects and methods 
4.1 Subjects 
The participants were healthy 20- to 43-year-old Finnish females with no illnesses and 
using no medications known to affect calcium and bone metabolism, except hormonal 
contraceptives. In each study, women with irregular menstruation or no menstruation due 
to menopause were excluded. In addition, women with incomplete 4-day food records 
were excluded in Studies III and IV. Basic characteristics of the study subjects are 
presented in Table 11.   
 
In Study I, 15 women aged 20-28 years were recruited from students of the University of 
Helsinki. In Study II, 15 women aged 20-40 years were recruited among both students and 
employees of the University of Helsinki. One woman in Study I discontinued the study 
because of severe headache, and three women in Study II for personal reasons.  
 
Participants in Studies III and IV represent a randomly selected subgroup of 31- to 43-
year-old Finnish women. Invited subjects had participated in the National FINRISK Study 
1997 Survey, organized by the National Public Health Institute in the spring 1997 
(FINDIET 1997 Study Group 1998). Subjects (aged 30-43 years) who had participated in 
the FINRISK Study were invited to this additional study in 1998. The final study group in 
Studies III and IV comprised 147 healthy premenopausal women.  
Table 11.   Background characteristics and mean daily dietary energy and nutrient intakes 
(±SEM) of subjects in Studies I-IV.  
Variable Study I (n=14) Study II (n=12) Studies III and IV (n=147) 
Age (year, range) 20-28 20-40 31-43 
Body mass index (kg/m2) 20.9 (0.4) 22.2 (0.9) 23.3 (0.3) 
Contraceptive users (%) 50.0 50.0 26.5 
Energy intake (MJ/d) 7.9 (0.5) 7.7 (0.2) 7.9 (0.2) 
Calcium intake (mg/d) 1134 (104) 883 (97) 1056 (34) 
Phosphorus intake (mg/d) 1501 (73) 1247 (83) 1411 (33) 
Protein intake (g/d) 67 (3) 64 (5) 73 (2) 
Sodium intake (g/d) 3.1 (0.2) 2.8 (0.2) 1.9 (0.1) 
4.2 Dietary data collection  
In Studies I-IV, participants were given instructions both in writing and verbally to 
maintain their habitual food intakes during the period, in which a 4-day food record was 






weekdays and one weekend day were included in the 4-day food record. A researcher 
together with the participant checked the 4-day food record. In studies I and II, 
participants kept a 4-day food record before the first study session. Basic characteristics of 
typical dietary intakes of the participants in all studies are presented in Table 11.  
 
The habitual dietary intake of the participants was calculated with computer-based 
programs, including Flamingo (version 0.5.6, Helsinki, 1999) in Study I, DIET 32 
(version 1.22, Aivo Oy, Turku, Finland) in Study II and the Unilever Dietary Analysis 
Program (UNIDAP, Becel Palvelu Paasivaara Oy, Finland, 1989) in Studies III and IV. 
All of the programs are based on the food composition database (Fineli) of the Finnish 
National Institute for Health and Welfare (National Institute for Health and Welfare 2009).  
4.3 Study designs and hypothesis 
Studies I and II were controlled short-term (24-h) studies, and within these studies all 
study day meals were identical for each subject on each study day. No additional meals or 
snacks were allowed, but water was provided ad libitum. Study participants ate all meals, 
except supper, in the research unit. In both studies, meals were prepared from normal 
foods purchased from Finnish grocery stores and cooked and apportioned by the same 
person in the research unit on each study day. Controlled studies were performed with 
calcium (Ca) and phosphorus (P) doses, both normal and achievable, in Western diets. In 
addition, P and Ca were ingested throughout the day, simulating the situation in which 
food with high P or Ca content is ingested. Meals and supplements were always received 
after blood and urine sampling. The dietary contents of study day meals were calculated 
with the computer-based program Flamingo (version 0.5.6, Helsinki, 1999) in Study I and 
with DIET 32 (version 1.22, Aivo Oy, Turku, Finland) in Study II.  
 
Studies III and IV were substudies of the same original cross-sectional study (Lamberg-
Allardt et al. 2001). Data were collected during the visit and included fasting blood 
samples and the return of the 4-day food record and the self-reported questionnaire that 
was used to collect background information. Three separate 24-h urinary samples were 
collected during the study period from February to March 1998.  
 
In each study, background information was collected with self-reported questionnaires. 
Both the weight and height of participants were self-reported in all studies.  
4.3.1 Study I: High P intakes acutely and negatively affect Ca and bone 
metabolism in a dose-dependent manner in healthy young females 
In Study I, we hypothesized that higher P doses have more negative effects on Ca and 
bone metabolism than lower doses.  
 
Fourteen young women attended and completed four 24-h sessions during a one-month 
period in April and May 2001. Each participant served as her own control. The 
participants were given, in randomized session order, 0 (placebo), 250, 750 or 1500 mg of 
P as a commonly used phosphate additive in the food industry (mixture of 
disodiumphosphate and trisodiumphosphate) (Six Oy, Helsinki, Finland) in 1000 ml of 
berry juice during the sessions. Juice with or without P was served in three equal-sized 
separate doses during the study meals. The serving times of meals and P doses are 
presented in Figure 7. 
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Figure 7. Schedule of study days in Study I. 
 
The meals provided a total energy content of 8.4 MJ (2000 kcal), with a calculated Ca 
content of 250 mg and a P content of 495 mg. With the exception of P load, study days 
were otherwise identical. The P doses were chosen for the following reasons: P intakes of 
495 mg (placebo) represented P intake below the recommended level (Food and Nutrition 
Board 1997), and 745 mg (250-mg P dose) represented P intake at the recommended level 
(Food and Nutrition Board 1997). The P intake of 1245 mg (750-mg P dose) corresponded 
to the mean P intake of Finnish females (Männistö et al. 2003), while the P intake of 1995 
mg (1500-mg P dose) typifies the mean P intake of Finnish males (Männistö et al. 2003). 
The total P intakes and dietary calcium-to-phosphorus ratios (Ca:P ratios) of subjects 
throughout the study sessions are presented in Table 12.  
Table 12.  Total phosphorus (P) intake of study subjects and dietary calcium-to-phosphorus 
ratios (Ca:P ratios) on study days in Study I. 
Variable P dose 
0 mg (placebo) 
P dose  
250 mg 
P dose  
750 mg 
P dose  
1500 mg 
Total P intake (P dose + dietary P) (mg) 495* 745* 1245* 1995* 
Ca:P weight ratio 0.51 0.34 0.20 0.13 
Ca:P molar ratio 0.39 0.26 0.15 0.10 








4.3.2 Study II: Increased Ca intake does not completely counteract the 
effects of increased P intake on bone: an acute dose-response study in 
healthy females  
Study II was a sequel to Study I. We hypothesized that by increasing Ca intake the effects 
of higher P intake on Ca and bone metabolism would be diminished.  
 
Twelve women attended and completed three 24-h study sessions over a one-month period 
in March and April 2002. The participants were given 0 (placebo), 600 or 1200 mg of Ca 
as a Ca supplement (Ca carbonate) (Kalsium, Friggs, Oy Seege Ab, Helsinki, Finland) in 
450 ml of diluted sugar-free lemon juice (Fun Light Lemon, Felix Abba Oy Ab, Turku, 
Finland) during each of the three sessions (Fig. 8). The subjects received the Ca 
supplement in three separate equally sized doses during the study day breakfast, lunch and 
dinner.  The serving times of meals and Ca doses are presented in Figure 8. The order of 
the study sessions was randomized, and each subject served as her own control. 
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Figure 8  Schedule of study days in Study II. 
The meals provided a total energy of 8.4 MJ (2000 kcal). With the exception of the Ca 
load, study days were otherwise identical. Study design included a control day, 
representing low Ca (480 mg/d) and a 2.5-fold higher P (1850 mg/d) intake than the 
current RDA (Food and Nutrition Board 1997), a 600-mg Ca dose day, representing 
adequate Ca (1080 mg/d) and a 2.5-fold higher P (1850 mg/d) intake than the current 
RDA (Food and Nutrition Board 1997) and a 1200-mg Ca dose day, representing high Ca 
(1680 mg/d) and P (1850 mg/d) intake 2.5-fold above the current RDA (Food and 
Nutrition Board 1997). In addition, the 600-mg dose session represents Ca intake 
corresponding to the average intake of Ca among Finnish females (Männistö et al. 2003). 
The total Ca intakes and the dietary Ca:P ratios of subjects throughout the three study days 














Table 13.  Total calcium (Ca) intake of study subjects and calcium-to-phosphorus-ratios 
(Ca:P ratio) on study days in Study II.  
Variable Ca dose 0 mg (control) Ca dose 600 mg Ca dose 1200 mg 
Total Ca intake (Ca dose + 
dietary Ca) (mg) 
480* 1080* 1680* 
Ca:P weight ratio 0.26 0.58 0.91 
Ca:P molar ratio 0.20 0.45 0.70 
* Intakes of P and Ca from study day meals were 1850 mg and 480 mg, respectively 
4.3.3 Study III: Habitual high P intakes and foods with phosphate additives 
negatively affect serum PTH concentration: a cross-sectional study in 
healthy premenopausal women 
In Study III, we hypothesized that high habitual dietary P intake would have more 
unfavourable associations than low intake with serum PTH concentration and Ca 
metabolism. In addition, we hypothesized that dietary P from phosphate additives is more 
negatively associated with S-PTH and Ca metabolism than natural P.  
 
As dietary P can affect S-PTH directly (Slatopolsky et al. 1996) or through S-iCa 
(Herfarth et al. 1992b), the association of dietary P intakes and sources with both variables 
were investigated in this cross-sectional study. Participants were divided into quartiles 
based on their dietary P intakes. Only the extreme total P quartiles were evaluated; the 
quartiles situated between the extremes were ignored. Consequently, total P intakes could 
be assessed in a manner similar to a controlled study design (Study I).  Quartiles sizes and 
P intake in quartiles are presented in Table 14.  
 
In Finland, dairy products are the main sources of both dietary Ca and P. Therefore, to 
investigate the effects of natural P and phosphate-containing food additives, milk, cheese 
and processed cheese were chosen. Milk and cheese, excluding processed cheese, contain 
only natural P, and processed cheese contains both natural P and phosphate additives. To 
examine the relationship between natural P and phosphate additives and S-PTH and Ca 
metabolism, participants were divided into groups based on milk and cheese consumption 
and processed cheese consumption. Due to skewed distribution of P in milk and cheese, 
participants were divided into two groups of equal size (low and high consumption) 
according to their median P intake from milk and cheese. Because of the small number of 
consumers of processed cheese, participants were divided into two groups of unequal size 
(consumers and non-consumers). Group sizes and P intake from selected foods are 






Table 14.  Quartiles and groups investigated in Study III. 
Quartiles and groups Mean phosphorus intake (mg/d) (SEM) Number of subjects
Total phosphorus  intake
1st quartile  961 (22) 37 
4th quartile  1956 (48) 35 
Milk and cheese * 
Low consumption 244 (12)§ 74 
High consumption 588 (25)§ 73 
Processed cheese 
Non-consumers 0¶ 110 
Consumers 240 (34)¶ 37 
*= Two groups of equal size (low and high consumption) according to the median intake of phosphorus from milk  
     and cheese, excluding processed cheese  
§= Phosphorus intake from milk and cheese, excluding processed cheese 
¶= Phosphorus intake from processed cheese 
4.3.4 Study IV: Low calcium:phosphorus ratio in habitual diets affects serum 
PTH concentration and Ca metabolism in healthy women with adequate Ca 
intake
In Study IV, we hypothesized that low habitual dietary Ca:P ratios have a more negative 
association than high ratios with serum PTH concentration and Ca metabolism.  
 
In this cross-sectional study, participants were divided into quartiles based on their 
habitual dietary Ca:P ratio. Dietary Ca:P ratios were calculated based on the information 
of participants’ dietary Ca (mg/d) and P (mg/d) intakes provided in the 4-day food record. 
Weight Ca:P ratios were converted into molar ratios by using molecular weight of Ca 
(40.08 g/mol) and P (30.97 g/mol). The Ca:P molar ratios investigated were 0.50, 0.51-
0.57, 0.58-0.64 and 0.65, representing the 1st, 2nd, 3rd and 4th quartiles, respectively. The 
intake of dietary Ca and P in each Ca:P quartile is presented in Table 15. 
Table 15.  Mean daily dietary energy and nutrient intakes and calcium-to-phosphorus ratio 
(Ca:P ratio) (±SEM) of participants (n=147) in the each quartile (Q). 
Variable Ca:P molar 
ratio 0.50 
(1st Q) (n=38) 
Ca:P molar 
ratio 0.51-0.57 
(2nd Q) (n=36) 
Ca:P molar 
ratio 0.58-0.64 
(3rd Q) (n=39) 
Ca:P molar 
ratio 0.65 
(4th Q) (n=34) 
Energy intake (MJ/d) 7.7 (0.4) 7.5 (0.3) 8.5 (0.4) 8.0 (0.3) 
Calcium intake (mg/d) 742 (41.0) 908 (40.5) 1253 (45.3) 1339 (84.6)
Phosphorus intake (mg/d) 1319 (61.9) 1299 (56.5) 1582 (54.2) 1438 (80.7)
Ca:P weight ratio (mg:mg) 0.56 (0.014) 0.70 (0.004) 0.79 (0.004) 0.92 (0.013)
Ca:P molar ratio (mol:mol) 0.42 (0.011) 0.53 (0.003) 0.60 (0.003) 0.70 (0.010)
Protein intake (g/d) 74 (4) 66 (3) 78 (3) 75 (4) 






4.4 Ethical issues 
The Helsinki University Ethics Committee approved the study protocols in Studies I, III 
and IV. In Study II, the Ethics Committee of Public Health and Epidemiology for the 
Hospital District of Helsinki and Uusimaa approved the study protocol. All participants 
gave their informed consent to the procedures, which were in accord with the Helsinki 
Declaration, before entering the study. Participants could withdraw their participation at 
any time for any reason. The results of personal nutrient intakes were explained to all 
participants.  
4.5 Sampling 
Blood collections were performed in the mornings between 7:30 and 9:15 to avoid the 
confounding effect of diurnal rhythm of PTH on the results (Calvo et al. 1991, Herfart et 
al. 1992b). In each study (I-IV), the first blood samples were taken anaerobically after a 
12-h overnight fast. In the controlled studies (I, II), each study day began at 08:00, and 
blood samples were taken at 7:45-8:15. The samples taken and all sampling procedures of 
Studies I and II are presented in Fig. 7 (Study I) and Fig. 8 (Study II). In Studies III and 
IV, blood samples were taken between 07:30 and 09:15. In all studies, Venojet gel tubes 
were used to obtain clear sera. Blood samples were processed within 1 h and centrifuged 
at 3000 rpm for 15 min.  
 
In Studies I and II, the 24-h urine collections were started at 08:00 in each study session, 
ending at 08:00 the following morning. In the cross-sectional study (III, IV), 24-h urine 
collections were carried out three times to obtain accurate information about the mean 
urinary sodium (U-Na) and U-Ca excretions of participants for the original study design 
(Lamberg-Allardt et al. 2001). On the study days, morning urine was voided and 
discarded at home, thus, urine collections were started from the second void urine 
samples. 
 
In all of the studies, the portions of urine and separated serum samples were stored at –20 
ºC until analysis. In addition, in Studies I and II two 500 l portions of each serum sample 
were stored at –70 ºC.  
4.6 Laboratory methods 
In each study, laboratory measurements were conducted only after the sample collection 
was completed. All samples from the same person were analysed in the same assay in a 
randomized order. In addition, all samples within one study were measured at the same 
time and using assays with the same serial numbers to avoid variation and to assure 






each study and intra- and inter CV% of methods are presented in Table 16. All analyses in 
Studies I-IV were conducted at the laboratory of the Department of Applied Chemistry 
and Microbiology (Division of Nutrition), University of Helsinki.  
Table 16.  Laboratory measurements in Studies I-IV. 
Variable Study Method CV% intra CV% inter 
Serum measurements     
Serum ionized calcium (S-iCa) I-IV Ion selective analyser 1.6 - 
Serum intact parathyroid 
hormone (S-PTH) 
I-IV IRMA 1.0 <4.0 
Serum bone-specific alkaline 
phosphatase (S-BALP) 
I, II ELISA <5.5 <7.5 
Serum 25-hydroxyvitamin D 
(S-25-OHD) 
III, IV RIA 10.1 14.9 
Serum 1,25-dihydroxyvitamin 
D (S-1,25-OH2D) 
I RIA 9.0 10.0 
Serum calcium (S-Ca) I-IV Spectrophotometric <2.0 <3.5 
Serum phosphate (S-Pi) I-IV Spectrophotometric <2.9 <3.5 
Serum creatinine (S-Cr) I-IV Spectrophotometric <2.0 <3.5 
Urinary measurements     
Urinary calcium (U-Ca) I, II, IV Spectrophotometric <2.0 <3.5 
Urinary phosphate (U-Pi) I, II, IV Spectrophotometric <2.9 <3.5 
Urinary creatinine (U-Cr) I, II, IV Spectrophotometric <2.0 <3.5 
Urinary N-terminal telopeptide  
of collagen I (U-NTx) 
I, II ELISA 9.7 11.8 
Urinary sodium (U-Na) IV Ion selective analyser <3.5% - 
ELISA=enzyme-linked immunoassay; IRMA=immunoradiometric assay; RIA=radioimmunoassay 
 
Serum ionized calcium (S-iCa) concentration was measured within 90 min of sample 
collection with an ion selective analyser (Microlyte 6, Thermo Electron Corp., Vantaa, 
Finland). In each study, serum intact PTH concentration was determined using an 
immunoradiometric assay (Nicholas Institute, Juan San Capistrano, CA, USA). Serum 
25(OH)D concentration was measured only in Studies III and IV by a radioimmunoassay 
(Incstar Corp., Stillwater, MN, USA). In Study I, serum 1,25-dihydroxyvitamin D (S-
1,25(OH)2D) was analysed with an IDS RIA kit (Immunodiagnostic Systems Ltd., 
Boldon, UK) from the control and the 1500-mg P dose session from the 0-, 8-, 10- and 24-
h samples. Serum Ca, phosphate, creatinine and urinary Ca and phosphate and creatinine 
concentrations were measured by routine laboratory methods using a Konelab 20 
Automatic Analyser (Thermo Electron Corporation, Vantaa, Finland) in Studies I and II 
and an Elan Automatic Analyser (Eppendorf-Netheler-Hinz GmbH, Germany) in Studies 
III and IV. Urinary sodium (U-Na) concentrations were measured with an ion selective 
analyser (Microlyte 6, Thermo Electron Corp., Vantaa, Finland). In Study IV, the average 







Bone-specific alkaline phosphatase (BALP) was analysed with an enzyme immunoassay 
(Metra Biosystems, Palo Alto, CA, USA) in Studies I and II. The BALP analyses were 
performed on the 0-mg (control), 750-mg and 1500-mg P dose sessions from the 0-, 8-, 
10- and 24-h samples in Study I. In Study II, BALP concentration was analysed from the 
0-mg (control) and the 1200-mg Ca dose blood samples with an enzyme immunoassay 
(Metra TM BAP EIA Kit, Quidel Corp., San Diego, CA, USA). The concentrations of the 
urinary N-terminal telopeptide of collagen I (U-NTx) were determined with an ELISA 
Osteomark NTx test (Ostex International Inc., Seattle, WA, USA) in Studies I and II. In 
Study II, U-NTx was measured from all urine samples, while in Study I, U-NTx was 
measured only from the 0-mg (control), 750-mg and 1500-mg P dose sessions.  
4.7 Statistical methods 
The data are expressed as means±SEM. The variables were tested for normality, and 
logarithmic transformations were used to normalize non-normal distributions. SPSS 
software program version 10.0 (SPSS Inc., Chicago, IL, USA) was used in Studies I and 
II, version 12.07 in Study III and version 15.0 in Study IV. All versions of SPSS software 
were used in a Windows environment for all statistical analyses. Results were considered 
statistically significant when p <0.05. In tables, the standard error of the mean (SEM) is 
presented in parentheses after the mean value. In figures, values are means with their SEM 
indicated by vertical bars.  
4.7.1 Controlled studies
In Studies I and II, ANOVA with repeated measures was used to compare the study 
periods. If the spherity assumption was violated, Hyunh-Feldt adjustment was used. The 
effects of the P (Study I) and Ca (Study II) doses were compared with the control session 
with contrast analysis. In Study I, for serum variables the area under the curve (AUC) for 
differences from the morning fasting value was calculated.  
4.7.2 Cross-sectional studies
In Study III, the associations of dietary phosphate additives and natural P with the central 
markers of Ca and bone metabolism were investigated with a statistical approach 
originating from an elaboration technique (Babbie 2001). First, the associations of 
phosphate additives or natural P were estimated by comparing means of the variables 
measured (e.g. S-PTH) among the groups. Next, potential distortions of these averages 
were removed by adjusting for the effects of relevant covariates by using analysis of 
covariance (ANCOVA). Finally, the two averages were adjusted for total P intake to 






hypothesis was whether the difference between the groups prevails even after adjustment; 
if so, the hypothesis gains support.  
 
To examine the associations of total P intakes (Study III) and Ca:P ratios (Study IV) with 
Ca and bone metabolism, the differences in the averages of the dependent variables 
between quartiles were compared with ANCOVA. ANCOVA was used because it enables 
inclusion of both categorical (e.g. use of contraceptives) and continuous (e.g. S-iCa) 
explanatory variables. In Study IV, analysis of variance (ANOVA) was also used to 
compare differences in the averages of the dependent variable between Ca:P quartiles. 
After ANOVA, ANCOVA was used to exclude the possibility that differences found with 
ANOVA were due to differences in relevant covariates. For pairwise comparison when 
ANOVA or ANCOVA p-values were <0.05, Fisher`s least significant difference (LSD) 
method was used.  
 
In Studies III and IV, covariates that correlated with outcome parameter or covariates 
known to affect outcome according to the literature were chosen. Age was excluded from 
the covariates, as all participants represented the same age group and all were 
premenopausal women. Energy intake was also excluded because Ca and P intakes 
correlated well with energy intake. In addition, body weight and body mass index (BMI) 
had no effects on the variables measured, and thus, were not included in the covariates.  
 
Several factors are known to affect S-PTH concentration. Among these are nutrient 
intakes (Ca, P, Na) and serum variables (S-25(OH)D and S-iCa). The use of hormonal 
contraceptives might also influence S-PTH, as when compared with non-users hormonal 
contraceptive users had lower S-PTH concentrations (Teegarden et al. 2005). In Study III, 
when we examined the associations of total P intake with S-PTH, dietary Ca and sodium 
(Na) intakes, S-25(OH)D and S-iCa were used as covariates. When the associations of P 
from natural P and phosphate additives with S-PTH were investigated, total P intake was 
used in the final stage to adjust the two averages for total P intake to exclude the effects of 
increased total P intake due to consumed processed cheese or higher milk and cheese 
consumption. When the means of S-iCa were compared, S-PTH was included and Na 
intake excluded from covariates.  
 
In Study IV, when the means of S-PTH were compared, S-25(OH)D and S-iCa 
concentrations and the use of contraceptives were included in covariates. When the means 
of S-iCa, S-Ca and S-Pi were compared, S-PTH was included in covariates. In addition, S-
Pi was included in covariates when comparing the means of S-iCa and S-Ca. Dietary 
protein intake has been demonstrated to have hypercalciuric effects (Hegsted et al. 1981, 
Lakshmanan et al. 1984, Kerstetter et al. 2003), and dietary Na intake (Nordin et al. 1993, 
Evans et al. 1997) affects U-Ca excretion; therefore, when the means of U-Ca were 







5.1 Habitual dietary phosphorus and calcium intakes and dietary 
calcium-to-phosphorus ratio (Studies I-IV) 
As presented in Table 17, habitual dietary phosphorus (P) intake of the participants was 
high in each study. For 42-93% of participants, dietary P intake exceeded over 2-fold the 
dietary recommendations for P (600 mg/d) (National Nutrition Council 2005).  
Table 17.  Habitual dietary phosphorus intake of participants in Studies I-IV. 
Study Mean P intake 
(mg/d)  
Range of P 
intake (mg/d)  
P intake >1200 mg/d  
(% of participants)* 
Mean energy intake 
(MJ/d) (SEM) 
I 1501 ** 1006-2022 93 7.9 (0.5) 
II 1247 ** 927-1734 42 7.7 (0.2) 
III, IV 1411 ** 601-3010 67 7.9 (0.2) 
* 2-fold higher than recommended intake for P (600 mg/d) in Finland (National Nutrition Council 2005) 
** Corresponds with an average intake of P in Finnish females (1363 mg/d, SD 448) (Paturi et al. 2008) 
 
The mean habitual dietary calcium (Ca) intake of the participants was adequate in each 
study (Table 18). However, some participants had a Ca intake below recommended levels 
(800 mg/d) (National Nutrition Council 2005), although the mean Ca intake among these 
individuals was mostly not much below the recommendations (Table 18).  
Table 18.  Habitual dietary calcium intake of participants in Studies I-IV. 






Ca intake <800 mg/d, % of 
participants (mean Ca intake among 
these participants, mg/d)* 
Mean energy intake 
(MJ/d) (SEM) 
I 1134** 575-1908 21 (706) 7.9 (0.5) 
II 883** 405-1501 42 (634) 7.7 (0.2) 
III, IV 1056** 200-2739 30 (647) 7.9 (0.2) 
* Recommended Ca intake in Finland 800 mg/d (National Nutrition Council 2005) 
** Corresponds to the average Ca intake in Finnish females (1007 mg/d, SD 450) (Paturi et al. 2008) 
 
Both the weight and the molar calcium-to-phosphorus ratios (Ca:P ratio) of participants in 
Studies I-IV are presented in Table 19. Molar dietary Ca:P ratio varied between 0.22 and 
0.91. The mean molar Ca:P ratios of Study IV participants in each quartile of dietary Ca 
and P intake are presented in Figure 9. As shown in Figure 9, there were three groups with 
no subjects: the group with the lowest Ca intake (<770 mg/d) and the highest P intake 
(>1643 mg/d), the group with the second highest Ca intake 998-1251 mg/d and the lowest 
P intake (<1122 mg/d) and the group with the highest Ca intake (>1251 mg/d) and the 
lowest P intake (<1122 mg/d). For all participants in Study IV, the Ca:P molar ratio at the 
5th percentile intake was 0.38 (weight ratio 0.49) and at the 95th percentile intake 0.74 
(weight ratio 0.96).  
Table 19.   Habitual dietary Ca:P ratios of participants in Studies I-IV. 
Study Mean Ca:P weight 
ratio (mg:mg)* 
Range of Ca:P 
weight ratios 
Mean Ca:P molar 
ratio (mol:mol)* 
Range of Ca:P 
molar ratios 
I 0.74** 0.55-0.94 0.57 0.42-0.72 
II 0.70** 0.37-0.87 0.54 0.28-0.67 
III, IV 0.74** 0.29-1.18 0.57 0.22-0.91 
* Based on calculations of recommended dietary Ca and P intakes, the optimal dietary Ca:P molar ratio is suggested to 
be 1 (e.g. SCF 1993, Calvo and Park 1996), corresponding to a Ca:P weight ratio of 1.3. 



























Dietary Ca intake  
in Ca quartiles: 
1st: <770 mg/d 
2nd: 771-997 mg/d 
3rd : 998-1251 mg/d 
4th: >1251 mg/d 
Dietary P intake  
in P quartiles: 
1st: <1122 mg/d 
2nd: 1122-1347 mg/d 
3rd: 1348-1643 mg/d 
4th: >1643 mg/d 
Figure 9.  Mean molar dietary Ca:P ratios (y-axis) in each Ca (x-axis) and P (z-axis) intake quartile. 
5.2 Associations of dietary phosphorus doses and sources with 
calcium and bone metabolism (Studies I and III) 
5.2.1 Acute effects of four different phosphorus doses (Study I) 
Oral intake of different P doses (0, 250, 750 and 1500 mg) with low Ca intake (250 mg/d) 
acutely increased serum phosphate (S-Pi) and serum parathyroid hormone (S-PTH) 
concentrations and urinary phosphate (U-Pi) excretion in a dose-dependent manner. 
Furthermore, the highest P dose (1500 mg) decreased serum ionized calcium (S-iCa) 
concentration and bone formation, increased bone resorption and inhibited the increase in 
serum 1,25(OH)2D (S-1,25(OH)2D) concentration in response to low dietary Ca intake. 






5.2.1.1 Serum Pi and ionized Ca concentrations 
A significant dose-response relationship was observed in the S-Pi concentration in relation 
to P doses (p<0.001, ANOVA; Fig. 10, panel A). A significant increase was already found 
with the 250-mg P dose (p=0.04, contrast analysis), and the increase was more profound 
after the 750-mg (p=0.002, contrast analysis) and 1500-mg (p<0.001, contrast analysis) P 
doses. In 4 of the 14 subjects, the S-Pi level increased above the normal reference limit 
(>1.4 mmol/l) with the 750-mg P dose, and in 7 of the 14 subjects with the 1500-mg P 
dose. S-iCa concentration declined (Fig. 10, panel B) in response to P intake (p<0.001, 
ANOVA), but was significant only after the 1500-mg P dose (p=0.004, contrast analysis). 
In addition, S-Pi concentration tended to be higher (p=0.09) and S-iCa was still 
diminished (p=0.004) in the morning following the 1500-mg P dose than in the previous-






































































Figure 10. Change in serum phosphate (S-Pi) (panel A) and serum ionized calcium (S-iCa) (panel B) 
concentrations during study days. SEM of mean values is depicted by vertical bars. The arrow 
indicates P administration time. a)p< 0.05 by ANOVA, repeated measures design. 
Significantly different b)p< 0.05 and c)p< 0.001 from control day by contrast analysis. 
5.2.1.2 Serum PTH concentration 
S-PTH concentration increased in a dose-dependent manner in response to P intake 
(p<0.001, ANOVA; Fig. 11). Contrast analysis showed that these increments were 
significant at all doses (p=0.03, p=0.002 and p<0.001 at 250-, 750- and 1500-mg P doses, 
respectively). The maximum difference in S-PTH from the morning fasting level occured 
2 h after the last dose of P (at 18:00), being 20% (p=0.3, 250-mg P dose), 32% (p=0.009, 
750-mg dose) and 57% (p=0.006, 1500-mg dose) above the morning fasting value. With 
the two highest P doses, these increases were significant (p=0.03 and p<0.001, 
respectively, contrast analysis) compared with the 12% increment during the control 
session. Of the 14 subjects, three during the 1500-mg P dose session and one during the 
750-mg session had S-PTH values above the upper reference limit (> 65 ng/l). In addition, 






and control and the 250-mg P dose. Between the time-points at 12:00 and at 14:00, S-PTH 
concentrations increased with the 750-mg and 1500-mg P doses, while a slight decrease 










































Figure 11. Change in parathyroid hormone (PTH) concentration during study day. SEM of mean values 
is depicted by vertical bars. The arrow indicates P administration times. a)p< 0.05 by 
ANOVA, repeated measures design. Significantly different b)p< 0.05 and c)p< 0.001 from 
control day by contrast analysis.    
5.2.1.3 Bone formation and resorption markers 
There was a decline in a marker of bone formation, serum bone alkaline phosphatase (S-
BALP) activity, after the 750-mg and 1500-mg P doses (p=0.009, ANOVA) (Fig. 12, 
panel A). The 1500-mg P dose decreased S-BALP activity significantly (p=0.004, contrast 
analysis), but the 750-mg dose caused no significant decline (p=0.75, contrast analysis) 
compared with the control session. The bone resorption marker, the 24-h urinary excretion 
of N-terminal telopeptide of collagen type I corrected for creatinine excretion (U-NTx/U-
Cr) (Fig. 12, panel B), was affected by P intake (p=0.048, ANOVA). With the 1500-mg P 




































































Figure 12. Change in serum bone-specific alkaline phosphatase (BALP) activity during study days in 
panel A. The 24-hour urinary excretion of NTx/Cr during study days is shown in panel B. 
Values are presented with SEM of mean values.  a)p < 0.05 by ANOVA, repeated measures 






5.2.1.4 Serum 1,25(OH)2D  concentration 
The serum calcitriol (S-1,25(OH)2D) concentration did not change significantly in 
response to the 1500-mg P dose (p=0.2, ANOVA, Fig. 13). However, the S-1,25(OH)2D 
concentration had increased on the following morning (24 h) at the control session 
compared with the previous morning fasting value (p=0.05), whereas at the 1500-mg P 









































Figure 13.   Change in serum 1,25-dihydroxyvitamin D during study days. Values are presented with SEM 
of mean values. Significantly different a) P< 0.05 from morning fasting value of the control 
day.  
5.2.1.5 24-h urinary Pi and Ca excretions 
The urinary phosphate (U-Pi) excretion (Fig. 14, panel A) increased in a dose-dependent 
manner (p<0.001, ANOVA) with increasing P doses. The U-Pi excretion increased by 
27% with the 250-mg P dose (p=0.08, contrast analysis), 70% with the 750-mg dose 
(p<0.001, contrast analysis) and 126% with the 1500-mg dose (p<0.001, contrast 
analysis). In addition, the 24-h urinary calcium (U-Ca) excretion (Fig. 14, panel B) 
decreased significantly with increasing P doses (p<0.001, ANOVA). The P doses of 750 
mg and 1500 mg both decreased the U-Ca excretion significantly (p<0.001 and p=0.002, 
respectively, contrast analysis) and in a similar manner compared with the control session.  




































Figure 14. 24-h urinary phosphate (A) and calcium (B) excretion during study days. Values are means 
with  SEM.  a) p<0.05 by ANOVA, repeated measures design. Mean values are significantly 






5.2.2 Associations of habitual dietary phosphorus intakes with serum 
parathyroid hormone concentration and calcium metabolism (Study III) 
In a cross-sectional study, a high habitual dietary P intake (>1648 mg/d) was associated 
with lower S-iCa and higher S-PTH concentrations. The mean total P intake was 961 
(SEM 21.9) mg/d in the 1st quartile and 1956 (SEM 47.8) mg/d in the 4th quartile. These 
results are presented in greater detail below. 
5.2.2.1 Serum ionized Ca and PTH concentrations 
Compared with the 1st quartile, the mean S-iCa concentration was lower in the 4th quartile 
(p=0.016, ANCOVA) after adjustment for dietary Ca intake, S-PTH and 25(OH)D 
concentrations and use of hormonal contraceptives (Fig. 15, panel A). Relative to the 1st 
quartile, the mean S-PTH concentration was 1.8-fold higher in the 4th quartile (S-PTH 
(ng/l): 21.7 and 39.4 for the 1st and 4th quartile, respectively; p=0.048, ANCOVA) after 
adjustments for serum 25-hydroxyvitamin D and S-iCa concentrations, total dietary Ca 
and Na intakes and use of contraceptives (Fig. 15, panel B).  
























































Figure 15.   Associations of total dietary phosphorus with serum ionized calcium (S-iCa) (panel A) and 
parathyroid hormone (S-PTH) (panel B) concentrations (mean ±SEM) in the 1st and 4th 
quartiles of total P intake. S-PTH values were calculated from the mean S-PTH 
concentration (30.6 ng/l).  Analysis of covariance (ANCOVA) was performed.    
5.2.3 Associations of dietary phosphorus sources with serum parathyroid 
hormone concentration and calcium metabolism (Study III) 
In the habitual diets, the consumption of foods with phosphate additives (processed 
cheese) was associated with higher mean S-PTH concentrations, whereas consumption of 
foods with natural P (milk and cheese, excluded processed cheese) was associated with 






5.2.3.1 Serum ionized Ca and PTH concentrations 
The mean S-iCa concentration did not differ between consumers and non-consumers of 
processed cheese (p=0.9, ANCOVA) or between groups of low and high milk and cheese 
consumption (p=0.7, ANCOVA) after adjustment for dietary P and Ca intakes, S-PTH and 
S-25(OH)D concentrations and use of contraceptives.  
 
Compared with non-consumers (n=110), the mean S-PTH tended to be higher among 
consumers (n=37) of processed cheese (S-PTH (ng/l): 29.6 and 33.3 for non-consumers 
and consumers, respectively). However, the difference was not significant (p=0.19, 
ANCOVA), probably due to different group sizes and the significant interaction (p=0.023, 
ANCOVA) found between processed cheese consumption and use of hormonal 
contraceptives. Therefore, the associations of processed cheese with S-PTH were 
evaluated in the subgroups of hormonal contraceptive users (n=39) and non-users (n=108). 
As shown in Fig. 16, panel A, among hormonal contraceptive users, mean S-PTH did not 
differ significantly between consumers and non-consumers of processed cheese even after 
adjusting for four covariates and total P intake (p=0.15, ANCOVA). Among those who 
did not use contraceptives, S-PTH was higher with processed cheese consumption (S-PTH 
(ng/l): 36.5 and 29.5 for consumers and non-consumers, respectively) after adjustment for 
four covariates and total P intake (p=0.027, ANCOVA) (Fig. 16, panel B).  













































































































Figure 16.  Associations of processed cheese consumption with serum parathyroid hormone (S-PTH) 
concentration in consumers and non-consumers of processed cheese. The associations were 
studied in subgroups of hormonal contraceptive users (panel A) and non-users (panel B). S-
PTH values were calculated from the mean S-PTH concentration (30.6 ng/l). The four 
covariates used in the model included serum 25-hydroxyvitamin D and ionized Ca 
concentrations and total dietary Ca and Na intakes. At the final stage, total dietary P intake 
was added to the model. Analysis of covariance was performed.   
 
The mean S-PTH concentration was greater with lower than with higher milk and cheese 
consumption (S-PTH (ng/l): 33.2 and 27.8 for lower and higher consumption, 
respectively) (p=0.065, ANCOVA) after adjustment for covariates and total P intake. As a 
significant interaction between S-iCa concentration and consumption of milk and cheese 
(p=0.009, ANCOVA) was found, the association of milk and cheese with S-PTH 
concentration were examined in the subgroups of S-iCa <1.225 mmol/l (n=114) and S-iCa 






curves for the milk and cheese consumption groups intersected. With lower milk and 
cheese consumption, when S-iCa concentration was below 1.225 mmol/l, the mean S-PTH 
was greater than with higher consumption (S-PTH (ng/l): 35.7 and 28.0 for lower and 
higher consumption, respectively), even after adjustment for covariates and total P intake 
(p=0.030, ANCOVA) (Fig. 17, panel A). By contrast, at S-iCa concentration 1.225 
mmol/l, the mean S-PTH concentrations between lower and higher milk and cheese 
consumption groups did not differ significantly (p=0.36, ANCOVA) after adjustment for 
the four covariates and total P intake (Fig. 17, panel B). 












































































































Figure 17. Associations of milk and cheese consumption with serum parathyroid hormone (S-PTH) 
concentration in groups of low and high milk and cheese consumption. The associations were 
studied in the subgroups of those whose serum ionized calcium concentration was <1.225 
mmol/l (panel A) and those whose concentration was 1.225 mmol/l (panel B). S-PTH values 
were calculated from the mean S-PTH concentration (30.6 ng/l). The four covariates used in 
the model included serum 25-hydroxyvitamin D and ionized Ca concentrations and total 
dietary Ca and Na intakes. At the final stage, total dietary P intake was added to the model. 
Analysis of covariance was performed.   
5.3 Acute effects of increasing calcium intakes on calcium and 
bone metabolisms when dietary phosphorus intake is high 
(Study II) 
Acutely, when dietary P intake was 3-fold above the dietary guidelines (1850 mg/d), by 
increasing the oral Ca intake from 480 mg/d (control day) to 1080 mg/d (600-mg Ca dose) 
and 1680 mg/d (1200-mg Ca dose), S-iCa concentration increased, S-PTH concentration 
decreased and bone resorption decreased dose-dependently. In addition, U-Ca excretion 
increased and U-Pi excretion decreased in a dose-dependent manner. Ca doses did not 
affect bone formation. The results of Study II are presented in greater detail below.  
5.3.1 Serum Pi, ionized Ca and PTH concentrations 
No significant change was observed in S-Pi concentration due to increasing Ca doses 






mmol/l) in 8 of the 12 subjects on the control day, in 6 of the 12 subjects on the 600-mg 
Ca dose day and in 4 of the 12 subjects on the 1200-mg Ca dose day. 
 
A significant dose-response relationship was observed between S-iCa concentration and 
Ca intake (p<0.001, ANOVA) (Fig. 18, panel A). Compared with the control day, the 
1200-mg Ca dose increased S-iCa (p=0.001, contrast analysis) more efficiently than did 
the 600-mg dose (p=0.02, contrast analysis). In addition, the S-iCa concentration dropped 
4 h after commencement of the study on the control day, while the concentration remained 
nearly constant on both the 600-mg and 1200-mg Ca days. The S-PTH concentration 
decreased in a dose-dependent manner in response to the Ca doses (p<0.0005, ANOVA) 
(Fig. 18, panel B). Contrast analysis revealed that the increase was equally significant on 
the 600-mg and 1200-mg Ca days (p=0.001). On the control day, when the Ca intake was 
low, 6 of the 12 subjects had S-PTH values above the upper reference limit (>65 ng/l). 
Furthermore, on the control day, changes in S-PTH differed from both the 600-mg and the 
1200-mg Ca dose days between 14:00 and 19:00. While the concentration almost returned 
to the baseline value at 19:00 in the 600-mg and 1200-mg dose sessions, the S-PTH value 













































Figure 18. Change in serum ionized calcium (panel A) and serum parathyroid hormone (panel B) 
concentration during experiment days. Values are means with their SEM depicted by vertical 
bars.: Ca administration times. a)P<0.05 by ANOVA, repeated measure design. b)P<0.05: 
mean values were significantly different from those of the control day by contrast analysis. 
5.3.2 Bone formation and resorption markers 
The bone formation marker S-BALP did not differ significantly from the control day 
(p=0.4, ANOVA, Fig. 19, panel A). However, Ca doses affected the excretion of a bone 
resorption marker, the 24-h U-NTx/U-Cr (p=0.008, ANOVA) (Fig. 19, panel B). The 
excretion of U-NTx diminished significantly with both Ca doses (p=0.009 and p=0.02 for 
600-mg and 1200-mg Ca doses, respectively, contrast analysis), being 14% lower on the 




































































Figure 19. Change in serum bone-spesific alkaline phosphatase (BALP) activity from morning fasting 
values and the mean values of 24-h urinary excretion of N-terminal telopeptide of collagen 
type I corrected for creatinine excretion (NTx:Cr) (panel B) during experiment days. Values 
are presented with SEM of mean values. aP<0.05 by ANOVA, repeated measure design. 
bP<0.05: mean values were significantly different from those of the control day by contrast 
analysis. 
5.3.3 24-h urinary Pi and Ca excretions 
The 24-h U-Pi decreased (p=0.005, ANOVA) (Fig. 20, panel A) and the 24-h U-Ca 
increased (p=0.004, ANOVA) (Fig. 20, panel B) with increasing Ca doses. The 1200-mg 
Ca dose decreased U-Pi more efficiently (p=0.002, contrast analysis) than the 600-mg 
dose (p=0.089, contrast analysis). By contrast, the 1200-mg Ca dose increased U-Ca by 
58% (p=0.001, contrast analysis), while the 600-mg dose increased U-Ca less (38%) 
(p=0.12, contrast analysis).  


































Figure 20. 24-h urinary phosphate (panel A) and urinary calcium (panel B) excretion during study days. 
Values are means with SEM.a)p<0.05 by ANOVA, repeated measure design. b)p<0.05; mean 







5.4 Associations between habitual dietary calcium-to-
phosphorus ratios and serum parathyroid hormone 
concentration and calcium metabolism (Study IV) 
Habitual low dietary Ca:P ratios (Ca:P molar ratios 0.50) were associated with higher S-
PTH concentrations and 24-h urinary Ca excretions than higher Ca:P ratios in Study IV. 
The 1st Ca:P ratio quartile (Ca:P molar ratio 0.50) differed from all other quartiles in its 
effects on S-PTH and U-Ca. Quartiles other than the 1st one were similarly associated with 
the markers measured. These results are presented in more detail below. 
5.4.1 Serum PTH concentration 
The mean S-PTH concentration differed significantly between the Ca:P quartiles 
(p=0.014, ANOVA), being higher in the 1st quartile than in the others. To exclude the 
possibility that these differences are not due to differences in relevant covariates, the S-
PTH means were adjusted for the following variables: S-iCa and S-25-OH-D 
concentrations and use of contraceptives. After these adjustments, the S-PTH differences 
remained practically the same, as did their statistical significance (p=0.021, ANCOVA) 
(Fig. 21, panel A). The mean S-PTH concentration was 30% higher in the 1st quartile than 
in the combined group of the 2nd, 3rd and 4th quartiles (p=0.002) (Fig. 21, panel B). No 
differences in the mean S-PTH concentrations were present among the 2nd, 3rd and 4th 

























































Figure 21. Associations of calcium-to-phosphorus ratios (Ca:P) with serum parathyroid hormone (S-
PTH) concentration (mean±SEM) in the different quartiles (panel A) and in the 1st quartile 
(n=38) and in the combined group of  the 2nd, 3rd and 4th quartiles (n=109) (panel B). Values 
are means with SEM. Analysis of covariance (ANCOVA) was performed. P-values presented 







5.4.2 24-h urinary Ca excretion 
Dietary Ca:P ratio was significantly associated with the 24-h U-Ca excretion (p=0.047, 
ANOVA).  The mean U-Ca excretion in the 1st quartile was higher than in the other 
quartiles. After adjusting the U-Ca means for the relevant covariates (S-25OH-D, S-PTH, 
dietary Na and protein intakes, use of contraceptives), similar associations and statistical 
significance were still noted (p=0.051, ANCOVA) (Fig. 22, panel A). When comparing 
the 2nd, 3rd and 4th quartiles as one group to the 1st quartile, the mean U-Ca excretion was 
around 30% higher in the 1st quartile (p=0.006, ANCOVA) (Fig. 22, panel B). The mean 

































































Figure 22. Association of calcium-to-phosphorus ratios (Ca:P) with urinary calcium excretion (U-Ca) 
(mean±SEM) in the 1st, 2nd, 3rd and 4th quartiles (panel A) and in the 1st quartile (n=38) and in 
the combined group of  the 2nd, 3rd and 4th quartiles (n=109) (panel B). Values are means with 
SEM. Analysis of covariance (ANCOVA) was performed. P-values presented in the panel A 














6.1 Effects of dietary phosphorus intakes and sources on 
calcium and bone metabolism 
6.1.1 Dietary phosphorus intakes 
Phosphorus (P) intakes higher than the dietary guidelines (>600 mg/d) (National Nutrition 
Council 2005) in a dose-dependent manner negatively affected calcium (Ca) and bone 
metabolism in a 24-h controlled study (I). The higher the P intake, the more negative the 
effects. In line with the observations in the controlled study, findings from the cross-
sectional study (III) showed negative associations between high habitual dietary P intakes 
and serum parathyroid hormone (S-PTH) and ionized calcium (S-iCa) concentrations. In 
both studies, the effects of dietary Ca intake were ruled out. In the cross-sectional study, 
higher total P intake was associated with higher S-PTH and lower S-iCa concentrations 
even after total dietary Ca intake was equalized. In the controlled study, the intake of 
dietary Ca was kept low (250 mg/d) in the study sessions, as oral Ca intake also affects 
PTH secretion, in the direction opposite to that of dietary P. The effects of dietary P doses 
and habitual intakes in Studies I and III are discussed in greater detail below.  
6.1.1.1 Serum PTH concentration and other calcium metabolism markers 
High dietary P intakes elevated S-PTH concentration in the controlled study (I) and were 
associated with higher S-PTH concentrations in the cross-sectional study (III). P had a 
clear dose-response effects on S-PTH concentration in the controlled study; the higher the 
P dose, the greater the S-PTH level. Findings from earlier intervention studies with only a 
single high-P, low-Ca diet (Calvo et al. 1988, Calvo et al. 1990, Kärkkäinen and 
Lamberg-Allardt 1996) (Table 20) are in accord with the results of Studies I and III. In a 
controlled study by Kärkkäinen and Lamberg-Allardt (1996), a 1500-mg P dose ingested 
as a single dose or in three separate doses increased S-PTH secretion in healthy females. 
This P load corresponds to the highest P dose in Study I. Only two previous studies 
(Brixen et al. 1992, Whybro et al. 1998) have investigated the dose-response effect of oral 
P loads in humans. Unlike in Study I, in these studies dietary Ca intake was adequate 
(Whybro et al. 1998) (Table 20) or unknown (Brixen et al. 1992). P supplementation 
(1500 and 2250 mg/d) increased S-PTH concentration significantly, although P had no 
clear dose-response effects on S-PTH in post-menopausal women (Brixen et al. 1992). 
The unknown dietary Ca intake may explain the unclear dose-response effects. In young 
men, escalating P supplementation did not affect S-PTH in a dose-dependent manner 
during 4-week intervention periods (Whybro et al. 1998) (Table 20). This was probably 






P intake of 1800 mg/d did increase S-PTH by 26% compared with the P intake of 800 
mg/d. The effects of P have been observed to be greater in women than in men (Calvo et 
al. 1988), which might further explain the results of Whybro et al. (1998).  
Table 20.  Results from previous studies investigating the effects of dietary phosphorus. 














Calvo et al. 1988 420 1660      
Calvo et al. 1990 400 1700  -    
Grimm et al. 2001 1995 3008 - -  NS NR NR 
Kärkkäinen and 
Lamberg-Allardt 1996 
375 2378 (P 
dose:1500) 
     
Whybro et al. 1998 800 800, 1800 - ** -    
Whybro et al. 1998 1000 1000, 2000, 
2500, 3000 
- ** - -   
*S-iCa, serum ionized calcium; S-Pi, serum phosphate; S-PTH, serum parathyroid hormone; U-Ca, urinary calcium 
excretion; U-Pi, urinary phosphate excretion 
= decrease, =increase, - = no effect  
NS= not statistically significant, NR= not reported 
**= serum calcium (S-Ca) 
 
In several animal studies, high-P diets have caused secondary hyperparathyroidism and 
resulted in lower bone mineral density (BMD), especially when dietary Ca intake has been 
inadequate (e.g. Katsumata et al. 2005, Huttunen et al. 2006). The results from the 
controlled study (I) suggest that foods with high P content may cause transient secondary 
hyperparathyroidism also in healthy individuals, at least when dietary Ca intake is low; 
with the 1500-mg P dose 3 of 14 subjects and with the 750-mg dose one of 14 subjects 
had S-PTH values above the higher reference limit (>65 ng/l). S-PTH concentration 
increased already after the first ingested P load (4-h sample) with 750-mg and 1500-mg P 
dose sessions, indicating more harmful effects of higher P doses on S-PTH. Previous acute 
(Kärkkäinen and Lamberg-Allardt 1996), 8-day (Calvo et al. 1988) and 4-week 
intervention (Calvo et al. 1990) studies also suggested the possibility of secondary 
hyperparathyroidism in healthy subjects due to high-P, low-Ca diets. The P doses (250, 
750 and 1500 mg) ingested in Study I were in the form of phosphate additives; thus, the 
effects might have been more powerful than had natural P been ingested. Phosphorus was 
administered as phosphate additives also in study by Kärkkäinen and Lamberg-Allardt 
(1996), while in Calvo et al. (1988, 1990) P was derived from common foods containing 
both natural P and phosphate additives. However, habitual higher dietary P (Study III), 
mainly derived from natural P, had a stronger negative association than lower intake with 
S-PTH in women with a generally adequate dietary Ca intake; the mean S-PTH was 
almost 2-fold higher among participants whose habitual P intake was >1649 mg/d 







Phosphorus can affect S-PTH by decreasing S-iCa concentration (Reiss et al. 1970). In the 
present studies, S-iCa concentration decreased in response to high P intake in the acute 
situation with the 1500-mg P dose (Study I) and was associated with lower S-iCa 
concentrations in habitual diets with dietary P intakes >1649 mg/d (Study III). The reason 
why S-iCa did not decline in response to the smaller P doses in the controlled study is 
unclear, as the smaller doses of P (250 and 750 mg) increased S-PTH. Therefore, P might 
have directly affected S-PTH. However, it is unlikely that the low Ca intake would have 
been responsible for these low S-iCa values in either the controlled study (I) or the cross-
sectional study (III); the habitual Ca intake was in general adequate or high in Study III, 
and the dietary Ca intake was low (250 mg/d) throughout the experiment in Study I. In 
addition, even a Ca load as small as 250 mg has been demonstrated to increase S-iCa and 
decrease S-PTH concentrations (Kärkkäinen et al. 2001). Unlike in Study I, Kärkkäinen 
and Lamberg-Allardt (1996) found no effects on S-iCa when subjects received the 1500-
mg P load in three separate doses. When the 1500-mg P load was given in one dose, S-iCa 
concentration decreased significantly. In other studies, high P intake has been observed to 
decrease S-iCa in both sexes (Portale et al. 1987, Calvo et al. 1988, Calvo et al. 1990) or 
to have no effects (Calvo and Heath III 1988). In studies without a proper control session, 
serum total Ca (S-Ca) or S-iCa decreased (Reiss et al. 1970, Silverberg et al. 1986) or no 
change occurred (Renier et al. 1992) when comparing morning fasting values. 
Interestingly, S-iCa concentrations decreased in response to higher P (1660 mg/d) intake 
only in female participants (Calvo et al. 1988).  
 
Serum calcitriol (S-1,25(OH)2D) concentration increases in response to a decrease in Ca 
intake (Dawson-Hughes et al. 1993), a decrease in S-Ca and high concentrations of S-PTH 
(Boden and Kaplan 1990) or high dietary P intake (Portale et al. 1989). In the controlled 
study (I), an increase in S-1,25(OH)2D concentration was noted after 24 h on the control 
day, when both the Ca and P intakes were low, as expected. However, a high P dose (1500 
mg) did not change S-1,25(OH)2D concentration after 24 h despite a low Ca intake and an 
increase in S-PTH. Our results are in accordance with a previous experimental study in 
animals (Martin-Malo et al. 1996) and in human subjects (Calvo et al. 1990, Grimm et al. 
2001). However, in Grimm et al. (2001), the Ca intake was high, thus counteracting the 
stimulus of PTH on 1--hydroxylase. In an 8-day study by Calvo et al. (1988), S-
1,25(OH)2D concentration increased in response to a high-P, low-Ca diet, although after a 
longer period (4-week) on a similar diet, S-PTH levels increased. Nevertheless, no 
changes occurred in S-1,25(OH)2D concentration (Calvo et al. 1990), which usually 
increases in response to low Ca intake. An adaptive response to low Ca intake became 
weaker in a 4-week study. The authors suggested that the usual homeostatic mechanism 
used when dietary Ca is limited is disturbed by chronic high P intake. A high-P, low-Ca 
diet increased S-1,25(OH)2D concentration more in men than in women, despite higher S-
PTH levels in women (Calvo et al. 1988). Unfortunately, S-25(OH)D concentrations were 
not measured in these studies, as vitamin D status of participants might have affected these 
results. The finding of Study I suggests that a normal increase in Ca absorption induced by 
an increase in 1,25(OH)2D as a consequence of a low Ca intake is inhibited by a high P 






disturbed in a high-P and low-Ca diet. Presumably, high P intake could decrease active Ca 
absorption in the long run (Portale et al. 1986).  
 
S-Pi is mainly controlled by changes in urinary phosphate (U-Pi) excretion (for review, 
see Murer et al. 2000). In Study I, S-Pi concentration increased in a dose-dependent 
manner in response to P intake and resulted in a dose-dependent increase in U-Pi 
excretion. Both PTH and P intake itself can downregulate NPTs in the kidneys (Takeda et 
al. 1999), thereby increasing U-Pi and decreasing urinary Ca (U-Ca) excretions. In Study 
I, U-Ca excretion decreased at all P doses, but the decrease was significant only at the two 
highest doses (750 and 1500 mg). The excretions with these two P doses were similar, 
suggesting that excretion might not diminish after a certain high dietary P intake, but may 
plateau despite higher S-Pi and S-PTH concentrations, thus resulting in an unfavourable 
Ca balance. In several earlier studies, high P intake decreased U-Ca excretion in acute and 
long-term situations (Table 20). The effects on U-Ca occurred after phosphate salts (Calvo 
and Heath III 1988) or foods with high P content (Calvo et al. 1990) were ingested.  
6.1.1.2 Bone formation and resorption 
A significant decline occurred in serum bone alkaline phosphatase (S-BALP) activity with 
the 1500-mg P dose, indicating inhibition of bone formation due to high P intake in acute 
controlled situations (Study I). This finding is in accordance with the results of two 
previous studies (Kärkkäinen and Lamberg-Allardt 1996, Grimm et al. 2001). Kärkkäinen 
and Lamberg-Allardt (1996) reported S-BALP activity to decrease after a single 1500-mg 
oral P dose as well as after three separate 500-mg P doses. However, the results of the 
effects of P intake on bone formation markers published in earlier studies have been 
conflicting. Bone formation markers have either decreased (BALP, serum procollagen 
type I carboxyterminal peptide, osteocalcin; Kärkkäinen and Lamberg-Allardt 1996, 
Grimm et al. 2001), increased (osteocalcin; Silverberg et al. 1986, Brixen et al. 1992) or 
shown no change (osteocalcin; Calvo et al. 1990, Whybro et al. 1998). The differences in 
protocols, e.g. in Ca and P intakes, length of study and differences in the sensitivity of 
bone metabolism markers, probably explain the discrepant results. However, in vitro 
results of the effects of P on osteoblasts have been shown to stimulate bone matrix 
formation (Asher et al. 1974) and bone mineralization (Bingham and Raisz 1974). These 
are in contrast to findings in human subjects, as in physiological situations, P stimulates 
PTH secretion, which, in turn, has been demonstrated to decrease BALP activity within 12 
h (Hodsman et al. 1993).  
 
High P intake (1500-mg P dose) also increased excretion of the marker of bone resorption 
(24-h urinary excretion of N-terminal telopeptide of collagen type I corrected for 
creatinine excretion, U-NTx/U-Cr), indicating increased bone resorption during high P 
intake (1995 mg/d) (Study I). High dietary P intake increases S-PTH, and PTH is well 
known to increase bone resorption. In a previous study with a similarly aged group of 






terminal telopeptide (S-CTx) or in the free form of urinary deoxypyridinoline/U-Cr (U-
DPD/U-Cr) excretion after a 1500-mg P dose (Kärkkäinen and Lamberg-Allardt 1996). 
The discrepancy in this earlier study could have been due to neither S-CTx (Garnero et al. 
1994) nor U-DPD/U-Cr (Rubinacci et al. 1999) being very sensitive markers of bone 
resorption. In different settings, other markers of bone resorption, such as urinary 
hydroxyproline (U-Hyp), either increased (Calvo et al. 1988) or showed no change 
(Silverberg et al. 1986). In studies with no proper control session, acute oral P intakes did 
not affect the markers of bone resorption (Brixen et al. 1992, Renier et al. 1992). 
6.1.2 Dietary phosphorus sources in foods 
The findings of our cross-sectional study (III) suggest that in habitual diets phosphate 
additives might affect Ca and bone metabolism more negatively than other P sources, as 
indicated by higher mean S-PTH concentrations among participants consuming phosphate 
additive-containing foods. Higher consumption of natural P sources, by contrast, was 
associated with lower S-PTH concentrations. These findings are discussed in greater detail 
below.  
6.1.2.1 Foods containing phosphate additives 
Processed cheeses contain both forms of P (natural P and phosphate additives). The lower 
the fat content in processed cheese, the higher the P content (National Institute for Health 
and Welfare 2009) originating from phosphate additives (Suurseppä et al. 2001). In the 
present cross-sectional study (III), consumers of processed cheese had higher S-PTH 
concentrations than non-consumers. This finding might reflect the negative influence of 
phosphate salts on Ca and bone metabolism found also in earlier intervention (Calvo et al. 
1988, Calvo et al. 1990) and controlled 24-h (Karp et al. 2007) studies. In the above 
intervention studies, diets assembled from common foods, including processed foods with 
phosphate additives, increased S-PTH concentration in young adults. Phosphate additive-
containing foods included processed cheese, instant pudding and cola beverages. In the 
above-mentioned acute controlled study with healthy women, phosphate additives 
increased S-PTH concentration in contrast to natural P derived from meat, cheese or 
whole-grain products. Based on S-Pi concentration and U-Pi excretion, P from phosphate 
salts and meat appeared to absorb better than P from grain products (Karp et al. 2007). 
Recently, in a short-term study, our results suggested that the consumption of phosphate 
additive-containing processed cheese increased S-PTH and decreased S-iCa 
concentrations compared with the natural P-containing fermented cheese (Karp et al. 
2009b, unpublished data). The study was conducted as a pilot study with only a small 
number of participants, and thus, additional studies are needed to confirm these findings. 
In fact, P from phosphate additives may be almost completely absorbed, and the intake of 
P from such a source represents a larger burden on the human body (Uribarri and Calvo 






dietary P intake. Therefore, these findings suggest that P intake, which causes an increase 
in S-PTH, need not necessarily be high if P is derived from phosphate additives. This 
might be important information, especially for patients with renal disease. Recently, 
Sullivan et al. (2009) reported that educating kidney patients to avoid foods with 
phosphate additives resulted in slight improvements in hyperphosphataemia compared 
with control patients receiving only standard care.  
6.1.2.2 Foods containing natural phosphorus 
Milk and cheese (excluding processed cheese) are free of phosphate additives, but high in 
natural P. While P from phosphate additives was associated with higher S-PTH, the effects 
of natural P on S-PTH were contradictory; those who consumed more milk and cheese had 
lower mean S-PTH concentrations than those who consumed less (Study III). However, 
this difference did not exist when S-iCa concentration was at least 1.225 mmol/l. The high 
Ca content of milk and cheese probably explains the effect of higher consumption of these 
products on S-PTH. High Ca intake hinders the absorption of P in the intestine, and, as 
was found in the controlled study (II), Ca supplementation suppressed higher S-PTH 
concentrations induced by high P intake. Earlier findings support the present results since 
in postmenopausal women S-PTH decreased with increasing habitual dietary Ca intake 
despite simultaneously increasing habitual dietary P intake (Kärkkäinen et al. 1998). In 
addition, consumption of natural P-containing fermented cheese decreased S-PTH 
concentrations and even decreased bone resorption in an acute study (Karp et al. 2007). In 
milk and cheese, the calcium-to-phosphorus ratio (Ca:P ratio) is ideal, and the importance 
of a sufficient dietary Ca:P ratio for bone health is supported by the results of earlier 
epidemiological (Metz et al. 1993, Teegarden et al. 1998, Basabe et al. 2004) and 
intervention (Calvo et al. 1990) studies in humans. However, other factors, such as milk 
protein intake (Budek et al. 2007) or healthy eating habits may potentially be linked to 
higher milk and cheese consumption, which might cause the favourable effect of natural P 
sources observed this study (III). Although total Ca intake was used as a covariate, the 
differences in dietary Ca sources might have further explained the results. Unfortunately, 
we were unable to collect more exact information on the dietary Ca sources of participants 
in this cross-sectional study. Moreover, dairy products are also rich in several other 
nutrients, and optimal skeletal health requires adequate intake of many nutrients, not only 
Ca (see review by Heaney 2009). In Study III, we investigated milk, cheese and processed 
cheese, which represent a certain source type of natural P and phosphate additives, while 
the effects of other foods, e.g. meat or baking products, might be different because dairy 







6.1.3 Conclusions about the effects of dietary phosphorus intakes and 
sources
In the controlled study (I), we found a dose-dependent increase in both S-Pi and S-PTH 
concentrations in healthy humans due to an increase in dietary P intake. The high P intake 
(1995 mg/d), corresponding to the mean P intake of Finnish men, negatively affected not 
only Ca metabolism but also bone metabolism by increasing bone resorption and 
decreasing bone formation. It is important to note that P was ingested throughout the day, 
simulating the situation in which food with high P content is consumed. The findings of 
Study I imply that foods with high P content may cause transient hyperparathyroidism in 
healthy individuals, at least when Ca intake is low. These results further indicate that the 
normal relationship between Ca intake and Ca absorption is disturbed in a high-P, low-Ca 
diet. Moreover, in the cross-sectional study, higher total habitual dietary P intakes were 
associated with higher S-PTH and lower S-iCa concentrations in healthy Finnish women. 
The results of these two different study designs suggest that high dietary P intake has more 
detrimental effects than low P intake on Ca and bone metabolism. Furthermore, not only P 
doses but also P sources have an impact, as in the habitual diets of healthy individuals, 
foods containing phosphate additives had stronger negative associations with Ca 
metabolism than foods containing natural P. These associations were seen as higher S-
PTH concentrations among those who consumed phosphate additive-containing foods. 
This difference may be due to the different bioavailability of P from phosphate salts and 
natural P sources. Because of the high dietary P intake and the current upward trend in 
consumption of processed foods in Western countries, findings from both studies may 
have important public health implications. The intakes of phosphate additives and total P 
have been shown to rise due to increasing consumption of fast foods and snacks. High 
dietary P intake may no longer be a problem only in patients with impaired renal function, 
affecting also healthy individuals whose diet contains excessive P.  
6.2 Combined effects of dietary calcium and phosphorus intakes 
on calcium and bone metabolism 
In the controlled 24-h study (II), when P intake (1850 mg/d) was 3-fold above the current 
recommendations, by increasing the daily Ca intake from 480 mg to 1080 mg and  further 
to 1680 mg, several beneficial effects on Ca and bone metabolism were noted. However, 
not even a high Ca intake (1680 mg/d) could affect bone formation when P intake was 
excessive. In the cross-sectional study (IV), low habitual dietary Ca:P ratios (Ca:P molar 
ratio 0.50) had unfavourable associations with Ca and bone metabolism in healthy 
women with an adequate Ca intake. In fact, the lowest quartile, with a Ca:P molar ratio 
0.50, differed significantly from the other quartiles by being associated with both 
increased S-PTH concentration and increased U-Ca excretion. None of the women in 
Study IV achieved the suggested dietary Ca:P molar ratio of 1, although their habitual 






6.2.1 Serum PTH concentration and other calcium metabolism markers 
While dietary P intake increases S-PTH concentration by decreasing S-iCa concentration 
(Herfarth et al. 1992b) and by directly affecting PTH secretion (Slatopolsky et al. 1996), 
Ca administration has been demonstrated to decrease S-PTH in young adults (Kärkkäinen 
et al. 2001, Sadideen and Swaminathan 2004) via an increase in S-iCa (Herfarth et al. 
1992b). In the controlled study (II), S-PTH concentration decreased in a dose-dependent 
manner with increasing Ca intake (1060 and 1680 mg), indicating that Ca supplementation 
can reduce the rise in PTH induced by higher dietary P intake (1850 mg/d). S-PTH 
concentration was above the upper reference limit (>65 ng/l) in 50% of subjects on the 
control day (Ca 480 mg, P 1850 mg), suggesting adverse effects of the low dietary Ca:P 
ratio and the low Ca intake on S-PTH. In habitual diets (Study IV), higher S-PTH 
concentrations were found in participants with low dietary Ca:P ratios (Ca:P molar ratio 
0.50). While the mean intake of P in all quartiles of this cross-sectional study (IV) was 
over 2-fold higher (>1200 mg/d) than dietary guidelines (National Nutrition Council 
2005), the mean intake of Ca was slightly below recommended levels (National Nutrition 
Council 2005) in the lowest quartile only (742 mg/d). Excluding the lowest quartile 
revealed similar associations with S-PTH in the other quartiles. The finding of higher 
mean S-PTH only in the lowest quartile (Study IV) supports the importance of higher 
dietary Ca:P ratios and the vital role of adequate Ca intake simultaneously with high 
dietary P intake in habitual diets.  
 
S-iCa concentration increased in a dose-dependent manner with increasing Ca doses in the 
controlled study (II). In previous intervention studies, a high intake of P decreased S-iCa 
concentration in females (Calvo et al. 1988, Calvo et al. 1990, Kärkkäinen and Lamberg-
Allardt 1996) and males (Portale et al. 1987). However, Grimm et al. (2001) reported that 
S-iCa concentration did not change even with 3000 mg of P, probably due to the 
simultaneously high Ca content (1995 mg) of the diet. Guillemant and Guillemant (1993) 
showed a dose-response relationship between 500- and 1500-mg Ca doses and S-iCa 
concentration. However, with higher doses of Ca (1000 and 2000 mg) S-iCa increased in a 
similar manner (Herfart et al. 1992a). In Study II, we demonstrated the dual effects of high 
P and varying Ca intakes in human subjects and found that the lower the Ca:P ratio and Ca 
intake, the lower the S-iCa concentration and the higher the S-PTH concentration.  
 
No significant differences emerged in S-Pi concentrations in the controlled study (II), 
which might be due to the constant P intake on each study day. However, S-Pi was higher 
than the normal reference limit (>1.4 mmol/l) in several study subjects on the control day 
and during both 600-mg and 1200-mg Ca dose sessions. The lower the Ca intake, the more 
often S-Pi exceeded the upper reference limit. These findings suggest that P absorption 
diminished with increasing Ca intake, but insufficiently to prevent excessive S-Pi 
concentrations. In studies where Ca intake has been adequate (1000 mg) or high (1995 
mg), high P intake has not increased S-Pi concentration significantly (Whybro et al. 1998, 
Grimm et al. 2001). This is probably due to diminished P absorption because of the 






the effects of P on Ca absorption (Zemel and Linkswiler 1981, Spencer et al. 1986, 
Heaney and Recker 1994), and relatively few studies are available. Ca, on the other hand, 
has been shown to decrease P absorption (Heaney and Nordin 2002), and in renal disease, 
Ca compounds are used to bind dietary P in the gut (Nolan and Qunibi 2003).  
 
U-Pi excretion decreased in a dose-dependent manner with increasing Ca intake in the 
controlled study (II). Oral Ca intake (CaCO3) has been demonstrated to diminish U-Pi 
excretion (Mortensen and Charles 1996). This is due to increased S-iCa concentration, 
which in turns decreases S-PTH concentration and leads to lower U-Pi excretion, even 
without any alterations in P intake. The influence of Ca intake was also seen in U-Ca 
excretion, which increased dose-dependently with Ca doses (Study II). Because P intake 
was maintained at exactly the same level for all study days, the dose–response effect of Ca 
on U-Pi and U-Ca excretion could be determined. However, an unexpected physiological 
increase in 24-h U-Ca excretion was observed in the lowest Ca:P ratio quartile in the 
cross-sectional study (IV). This was unexpected since the mean dietary Ca intake and Ca:P 
ratios in this quartile were the lowest and the mean S-PTH concentration was the highest. 
U-Ca excretion was anticipated to be the highest in the 3rd and 4th quartiles, as habitual 
dietary P intake was high in all quartiles, but habitual dietary Ca intake was significantly 
higher in the 3rd and 4th quartiles only. After excluding the lowest quartile, the other 
quartiles were highly similar in U-Ca excretion findings. U-Ca excretion is an important 
determinant of Ca retention in the healthy human body. In normal physiological 
conditions, elevated S-PTH leads to decreased U-Ca excretion, while in primary 
hyperparathyroidism, an increase in U-Ca excretion is seen (Silverberg and Bilezikian 
2008). Low Ca intake and high U-Ca excretion may reduce Ca accretion in bone of young 
adults during growth, having a negative impact on skeletal development (Matkovic et al. 
1995). The findings of Study IV suggest that low dietary Ca:P ratios in habitual diets 
somehow interfere with the homeostasis of Ca metabolism. Elevated U-Ca excretion 
might reflect increased bone resorption, as an increase in S-PTH due to a low Ca:P ratio 
would be expected to increase bone resorption, and some of the extra Ca, which has been 
released from bone, would be excreted in urine. Thus, in habitual diets with excessive 
dietary P intake, an adequate dietary Ca intake might be needed to overcome the 
interfering effects of low Ca:P ratios on Ca excretion. Nevertheless, increasing dietary Ca 
intake far beyond nutritional recommendations is not advisable because this might result 
in other health risks (Whiting and Wood 1997). A very high Ca intake has been associated 
with increased risk of kidney stones, negative Ca-mineral interactions and vascular 
mineralization (Whiting and Wood 1997, Winzenberg and Jones 2008).   
6.2.2 Bone formation and resorption 
No significant changes occurred in bone formation, as indicated by S-BALP activity in 
Study II. In earlier reports, the effects of high P intake on bone formation markers have 
been contradictory, with bone formation markers showing a decrease (S-BALP, serum 






Allardt 1996, Grimm et al. 2001), an increase (osteocalcin) (Brixen et al. 1992) or no 
change (osteocalcin) (Calvo et al. 1990). However, in these studies dietary Ca intake 
varied, being low (Calvo et al. 1990, Kärkkäinen and Lamberg-Allardt 1996), high 
(Grimm et al. 2001) or unknown (Brixen et al. 1992). The acute effect of Ca on bone 
formation has also yielded inconsistent findings (e.g. Kärkkäinen et al. 2001). In an 
uncontrolled acute study, Ca infusion did not affect osteocalcin (OC) within 50 min 
(Bergenfelz and Ahren 1992), although extracellular Ca concentration has been 
demonstrated to influence osteoblasts per se (Chattopadhyay et al. 1996). When 
examining the effect of P on bone formation in Study I, S-BALP activity decreased with 
increasing P doses. In Study II, P intake was maintained at the same level (1850 mg/d) on 
each experiment day, and the effect of this level of P intake on bone formation was 
presumably seen as a constant bone formation rate despite the varying dietary Ca intake. 
Thus, one possible explanation for the finding of an unchanged bone formation rate is that 
high Ca intake cannot counteract the effects of higher-than-recommended P intakes. If this 
interpretation is correct, the effects of increasing intake of dietary P on bone may be as 
alarming as previously summarized by Sax (2001).  
 
Although there was no change in bone formation, Ca supplementation decreased bone 
resorption, as indicated by the decreased excretion of U-NTx/U-Cr. Already in Study I, 
bone resorption (U-NTx/U-Cr) increased with a high-P (1995 mg/d) and low-Ca (250 
mg/d) treatment. The highest P intake of Study I corresponds to the P intake in Study II. 
Therefore, the decrease in bone resorption in Study II indicates that Ca supplementation 
can diminish the effects of a P intake that is 3-fold higher than the recommended 600 mg/d 
(National Nutrition Council 2005). In other Ca administration studies, increased Ca intake 
was found to decrease bone resorption in adolescent girls (Wastney et al. 2000), young 
adults (Kärkkäinen et al. 2001, Sadideen and Swaminathan 2004) and male athletes 
(Guillemant et al. 2004), while the effects of high P intake on bone metabolism have been 
demonstrated to be the opposite in a controlled P study (Kärkkäinen and Lamberg-Allardt 
1996) and an 8-day intervention study (Calvo et al. 1988). 
6.2.3 Determinants of habitual dietary calcium-to-phosphorus ratios  
Speculation has arisen whether the dietary Ca:P ratio is clinically significant in adult 
humans (Food and Nutrition Board 1997, Sax 2001) since in adult diets the Ca:P ratio 
varies, being the highest in dairy products. While P is present in a wide range of foods, 
around 75% of Ca in Finland comes from dairy products (Paturi et al. 2008). Although 
some foods rich in P are also good sources of Ca, e.g. dairy products, many others contain 
very little Ca. Furthermore, P is added to foods as a phosphate additive, further increasing 
already high P intake. If the habitual diet lacks dairy products, the dietary Ca:P ratio will 
easily be low. Very low Ca:P weight ratios (0.25) have been reported in diets of young 
girls and boys in Poland (Chwojnowska et al. 2002) as well as in teenagers and young 
adults in USA (Calvo 1993). However, whether it is necessary to reach a Ca:P molar ratio 






diets of Study IV, even when the dietary Ca intake among participants was mostly 
adequate or high (mean Ca intake 1056 mg/d), none of the participants achieved the 
suggested Ca:P molar ratio of 1. This was mainly because of the excessive P content in 
their habitual diets, rather than a low dietary Ca intake, as mean dietary P intake exceeded 
2.4-fold and mean dietary Ca intake 1.3-fold the Finnish nutritional recommendations for 
P (600 mg/d) and Ca (800 mg/d) (National Nutrition Council 2005). Results of Study IV 
also imply that a cut-off Ca:P ratio may exist, below which the effects on mineral 
metabolism and bone health are more severe. In this study, such a cut-off Ca:P molar ratio 
was 0.51. However, higher Ca:P ratios might be needed if dietary Ca intake drops 
markedly below nutritional recommendations.  
6.2.4 Conclusions about the combined effects of dietary calcium and 
phosphorus 
We demonstrated in the experimental human study (II) that when dietary P intake is 3-fold 
above the dietary guidelines, oral Ca intake decreases S-PTH concentration and bone 
resorption, both of which have been induced by increased P intake. However, even high 
Ca intake (in total 1680 mg/d) could not change the bone formation activity, which was 
demonstrated to decrease due to high P intake in healthy females in the controlled study 
(I). It is noteworthy that the P intake (1850 mg/d) in Study II corresponds to the average 
estimated dietary intake in Western countries, and all ingested P originated from normal 
foods. The higher intakes of Ca (1080 and 1680 mg/d), in turn, are beyond the reach of 
Western diets in many countries. These results suggest that higher doses of Ca than those 
used in our study are needed to prevent the negative effect of high P intake, although 
lower doses also offer several favourable effects. The importance of dietary Ca:P ratios 
was also found in habitual diets (Study IV), as low dietary Ca:P molar ratios (0.50) were 
associated with both increased S-PTH and increased U-Ca excretion in healthy women 
with an adequate dietary Ca intake. These findings suggest that such a low Ca:P ratio may 
negatively affect bone health, as higher S-PTH concentrations in healthy humans ensure 
that Ca remains inside the body and is not excreted in urine. Results of these two different 
kinds of study designs indicate that concerns regarding high P consumption are warranted. 
Because low habitual dietary Ca:P ratios are common in Western diets, more attention 
should be focused on decreasing excessively high dietary P intake and increasing Ca 
intake to recommended levels. In Western diets, dairy product consumption will easily 
ensure adequate Ca intake. High dietary P intake, in turn, will be reduced by restricting the 
consumption of highly processed foods and increasing the consumption of raw and 








6.3 Strengths and limitations of the studies 
6.3.1 Study design
Firstly, we demonstrated in a controlled study design (I) that high P intake has adverse 
effects on Ca and bone metabolism. Secondly, we investigated in another controlled study 
(II) whether the negative effects of high P intake, equal to the highest P intake in Study I, 
could be reduced by increasing Ca intake. Thirdly, the results derived from these two 
controlled studies prompted us to continue and expand the investigations to habitual diets 
(Studies III and IV). Thus, some findings from controlled studies were also investigated in 
cross-sectional study settings to determine whether the effects found in controlled diets 
could also be seen as similar associations in habitual diets.  
6.3.1.1 Sample size  
In each study, the main outcome variable was S-PTH. Power calculation based on S-PTH 
concentration (expected difference between quartiles in mean S-PTH concentration 12 
ng/l), assuming 90% power with =0.05, indicated that a sample size of 11 in each group 
was adequate (Kärkkäinen et al. 1998). The number of recruited participants in the 
controlled studies (I and II) and the size of quartiles and groups in the cross-sectional 
study designs (III and IV) were based on this calculation. Although we found that P and 
Ca significantly affected bone resorption and formation markers in both of the controlled 
studies, a larger variation existed in the bone markers than in the S-PTH concentrations 
between and within individuals. Therefore, in Studies I and II, larger sample sizes might 
have detected all of the changes in these markers. In forthcoming studies where bone 
markers are measured, a power calculation based on these markers is advisable. This will 
ensure that a study will not lack the intended power, and sample size will be optimal, as 
both too small and too large sample sizes are considered to be unethical.  
6.3.1.2 Study design in controlled studies 
In the controlled studies (I and II), to assure that subjects consumed all of the meals they 
were offered on each study day, the subjects ate their meals, with the exception of supper, 
in the research unit. These studies were performed with Ca and P doses normal and 
achievable in Western diets, and Ca and P were ingested throughout the day, simulating 
the situation in which food with high P or Ca content is consumed. To ensure that vitamin 
D status was as similar as possible between subjects, both studies were conducted before 
the summer months. We did not measure vitamin D status (S-25(OH)D) of our subjects, as 
each subject served as her own control, and the order of the study sessions was 
randomized. In addition, a low S-25(OH)D status could have affected PTH results of 






S-PTH concentrations, which would have indicated severe vitamin D deficiency. In 
addition, in keeping Ca (Study I) and P (Study II) intakes constant and escalating the 
doses of P (Study I) and Ca (Study II), we were able to investigate the dose-response 
effects of P in Study I and Ca in Study II.  
6.3.1.3 Study design in cross-sectional studies 
Unlike in experimental studies, in cross-sectional studies, subjects and phenomena are 
more intact and discrete. However, cross-sectional studies also have some advantages, e.g. 
lower drop-out rates and subjects whose behaviour is less affected by study designs. 
Cross-sectional study designs need careful planning, but the cross-sectional studies here 
(III, IV), although well-planned nutritional studies, were not originally designed as P 
studies. The original study was carefully designed for vitamin D investigation (Lamberg-
Allardt et al. 2001). While the information collected (4-day food records, blood and urine 
samples, background information) in this original study, upon which substudies III and IV 
were based, was adequate, had this cross-sectional study been conducted nowadays, we 
would have been able to gather more specific information on P intakes and address the 
research questions in more detail. This is due to the newly developed and validated food 
frequency questionnaire (FFQ), determining the total P intakes and separating the intakes 
of P from different P sources (Kemi et al. 2009b, unpublished data). The FFQ contains a 
total of 100 P-containing food items, selected for the FFQ based on their contribution to 
the population intake of P. The FFQ has been validated with 4-day food records. Pearson 
correlation coefficient between FFQ and the 4-day food records was 0.70 (p<0.0001).  The 
total mean P intake was slightly higher (~100 mg/d) based on the FFQ than on the 4-day 
food records. Furthermore, due to the outdated computer-based program (UNIDAP), we 
were unable to collect more exact information on the dietary P and Ca sources of 
participants. Therefore, all 4-day food records were recoded and analysed, and the 
participants´ milk, cheese and processed cheese consumptions and the intake of dietary P 
from these foods were manually calculated by using the Fineli 2006 database (National 
Institute for Health and Welfare 2009).  
 
The data of the original cross-sectional study are 10 years old and therefore might not 
completely reflect the P rich diets consumed nowadays. However, the average Ca and P 
intakes of our participants corresponded well with the average Ca and P intakes in Finnish 
females in 2007 (Paturi et al. 2008). Moreover, in Study III, foods investigated included 
milk, cheese and processed cheese, and the P content of these foods is thought to be 
constant over the last 10 years. In production of processed cheese, phosphate additives 
were similarly used 10 years ago and today. However, during the last decades the 
consumption of processed foods and low-fat products, which in some cases contain more 
phosphate additives than products with normal fat content (Suurseppä et al. 2001), has 
increased, which has resulted in higher intake of total P and P from phosphate additives. 
Worldwide, it is a challenging task to update the food composition tables and to determine 






6.3.1.4 Study participants 
In the cross-sectional studies (III, IV), participants represented a subgroup of randomly 
selected 31- to 43-year-old Finnish women. These women had participated in an earlier 
National FINRISK survey (FINDIET 1997 Study Group 1998), and thus, might had 
become more familiar with being study subjects, which may have affected how they kept a 
4-day food record. Volunteers are usually more health-orientated, healthier and better 
educated than those who not participate in studies. This influences the generalizability of 
results. However, background information revealed that Ca, P and energy intake of 
participants corresponded well with the average intakes of Finnish females found in two 
separate FINDIET surveys (Männistö et al. 2002, Paturi et al. 2008). 
 
Based on earlier findings (Calvo et al. 1990), differences exist in metabolic responses 
between men and women. Thus, to evaluate both sexes in the same study is not rational. 
Moreover, young and premenopausal women were investigated, as P supplementation has 
been reported to increase S-PTH concentration more in women aged over 50 years than in 
younger women (Renier et al. 1992). While men have a higher total P intake and 
presumably a higher P intake from phosphate additives due to greater consumption of 
foods containing P additives, women consume more low-fat products. These products, in 
some cases, contain more phosphate additives than products with normal fat content. In 
this thesis, women served as study subjects since before menopause women are more 
vulnerable than men to developing osteoporosis due to a lower peak bone mass (Melton et 
al. 2003, Seeman et al. 2003). Another important practical factor is that women are 
usually more eager than men to participate in studies. 
6.3.2 Methods 
6.3.2.1 Dietary assessment 
As almost all foods contain P, the calculation of dietary P intake by 4-day food record is 
more reliable than calculation of, for instance, dietary vitamin D intake by the same 
method. However, relative to the 4-day food record, the food frequency questionnaire 
(FFQ) would have been easier method for both subjects and researchers to use. The FFQ 
also divides the sources of P and includes sources that are not consumed every day (Kemi 
et al. 2009b, unpublished data), as the questionnaire is retrospective, exploring the 
previous month. Furthermore, subjects usually remember volumes better than weights 
(Willet 1998). In fact, the need for FFQ development arose during the course of these 
studies. Earlier, the FFQ in determining the intake of dietary vitamin D and Ca was 
validated with a dietary recall method by our research group (Lamberg-Allardt et al. 
2001). In Study III, the FFQ would have divided consumers and non-consumers of 
processed cheese more precisely than a 4-day food diary, as 4 days is a short period in 







In each study, the dietary contents of the 4-day food records were calculated with the 
computer-based programs based on the same food composition database (Fineli®) 
(National Institute for Health and Welfare 2009). It is noteworthy that mostly the P 
contents of foods presented in Fineli were analysed before 1990. Some P contents have 
been calculated from recipes using data on raw materials; thus, the mineral content of 
these foods is not analysed from authentic, processed foodstuffs. All in all, an urgent need 
exists for updating P contents of foods by laboratory analyses. Our research group in 
cooperation with the Division of Food Chemistry, University of Helsinki, have recently 
launched this type of studies, and some of our results have been presented in recent 
congresses in 2009 (Itkonen et al. 2009, Karp et al. 2009a).  
6.3.2.2 Laboratory methods 
Due to restricted financial support, it was possible to measure only one bone formation 
marker and one bone resorption marker in Studies I and II. Measurements of bone markers 
in Studies III and IV were impossible, as the blood and urine samples no longer existed in 
2006. To obtain more reliable information on bone resorption and formation, at least two 
markers of each would have been ideal to monitor. However, as Study II was a sequel to 
Study I, we diminished a source of error by measuring the same bone formation and 
resorption markers in these studies, improving the comparability of these two studies. 
BALP was chosen as a bone formation marker because Kärkkäinen and Lamberg-Allardt 
(1996) demonstrated a rapid decrease in BALP activity induced by P load. At the time that 
these studies were conducted, few reliable analyses were available for fibroblastic growth 
factor 23 (FGF-23) measurements and their costs exceeded our study budgets. We 
therefore could not measure serum FGF-23 concentrations, and gained no detailed 






7 Conclusions and future prospects 
This thesis contributes novel information related to the effects of dietary phosphorus (P) 
and the combined effects of P and calcium (Ca) on Ca and bone metabolism in healthy 
individuals. It is already well established that high P intake is detrimental for patients with 
impaired renal functioning, but the effects of high P intake in healthy humans have been 
investigated seldom. In this thesis, an excessively high P intake, which is common in 
Western countries, was observed to negatively affect Ca and bone metabolism. Moreover, 
P doses affected Ca and bone metabolism in a dose-dependent manner, and P sources also 
differed in their effects on the essential regulator of Ca and bone metabolism. Finally, we 
demonstrated that by increasing dietary Ca intake the negative effects of a high P intake 
could be reduced. However, based on the findings of the controlled study, even a high 
dietary Ca intake could not completely overcome all of the negative effects caused by a 
high dietary P intake. 
 
Specific findings of each study were as follows:  
 
Study I 
In a controlled study with healthy young women, the oral intake of P in doses 
comparable with normal dietary intakes (495, 745, 1245 and 1995 mg/d) with a low 
Ca intake (250 mg/d) increased serum parathyroid hormone (S-PTH) concentration in 
a dose-dependent manner. The highest P dose had the most negative effects, as with 
the highest dose there was also a decrease in serum ionized Ca (S-iCa) concentration 
and bone formation and an increase in bone resorption. Furthermore, a high P intake 
(1995 mg/d) inhibited the increase in serum 1,25(OH)2D in response to a low dietary 
Ca intake, implying that the normal relationship between Ca intake and Ca absorption 
is disturbed in diets high in P and low in Ca. This study showed that P has a dose-
dependent effect on S-PTH and increases PTH secretion significantly when Ca intake 
is low. An acutely high P intake adversely affects bone metabolism by decreasing bone 
formation and increasing bone resorption. 
 
Study II 
In a controlled study of healthy 20- to 40-year-old women with a dietary P intake that 
was 3-fold above the dietary guidelines (1850 mg/d), by increasing the Ca intake from 
480 mg/d to 1080 mg/d and then to 1680 mg/d, the S-PTH concentration decreased, 
the S-iCa concentration increased and bone resorption decreased dose-dependently. 
This study showed that a dietary Ca intake above the recommended level offers 
several advantages in preventing the negative effects of a high P intake. However, not 
even the highest Ca intake (1680 mg/d) could counteract the effect of high dietary P on 
bone formation, as indicated by unchanged bone formation activity.   
 
Study III 
In a cross-sectional study with healthy 31- to 43-year-old women, a high habitual 






concentrations. These results are in line with observations in our controlled short-term 
study. Furthermore, in the habitual diets, phosphate additives, unlike other P sources, 
were associated with higher mean S-PTH concentrations. The association of S-PTH 
with natural P was the opposite of that with foods containing phosphate additives. 
Thus, these results suggest that P sources might differ in their effects on the central 
regulator of Ca and bone metabolism, parathyroid hormone. 
 
Study IV 
In a cross-sectional study of healthy 31- to 43-year-old women with an adequate Ca 
intake, low habitual dietary Ca:P ratios (Ca:P molar ratio 0.50) were associated with 
both higher S-PTH and U-Ca levels. Interestingly, the lowest Ca:P quartile with a Ca:P 
molar ratio 0.50 differed from all other quartiles by having the most deleterious 
associations with Ca metabolism. These results imply that a cut-off Ca:P ratio may 
exist that is lower than the suggested Ca:P molar ratio of 1, below which the effects on 
mineral metabolism and bone health are more severe.  None of the study subjects 
achieved the suggested dietary Ca:P molar ratio of 1.  
 
A question arising from the findings of this thesis is how to reduce the current excessively 
high dietary P intake. The answer to this is not straightforward, as the current P intakes are 
not well known since the use of phosphate additives has not been taken into consideration 
when establishing food composition databases. In the future, food composition databases 
should be updated and the actual P contents of foodstuffs determined by laboratory 
analyses. In addition, it is impossible for an individual to know how much P foods contain 
because P is not included in the compulsory food ingredient list. While waiting for these 
issues to be addressed, one can reduce dietary P intake by restricting the consumption of 
highly processed foods and increasing the consumption of raw or unprocessed foods.  
 
As there are still many open questions concerning the effects of high P intake on bone 
health, we will continue to investigate whether dietary P intakes and different P sources 
affect bone mass and structure in adult Finns. However, nowadays, when considering 
public health, it is not only osteoporosis but also other public health diseases in which a 
high P intake may play an important role in a negative sense. An alarming rise has been 
seen among Western populations in the incidence of type 2 diabetes, a major cause of end-
stage renal disease, in which dietary P restriction is a part of the treatment. Among 
patients with end-stage renal disease and diabetes, vascular calcification correlates highly 
with cardiovascular disease mortality. Recent results suggest that an excessive P intake 
may be involved in this vascular calcification process, even in healthy humans. Therefore, 
in the near future, our studies will expand to investigate the relationship between dietary P 







This study was carried out at the University of Helsinki, Department of Food and 
Environmental Sciences (former Department of Applied Chemistry and Microbiology), 
Division of Nutrition, in the Calcium Research Unit in 2005-2009. My gratitude is owed 
to the former and present heads of the Department, Professor Maija Tenkanen and Adjunct 
Professor Christel Lamberg-Allardt, and the Head of the Division, Professor Marja 
Mutanen, for providing me with excellent research facilities. This work was financially 
supported by the Finnish Graduate School of Biosciences (ABS), Tekes (National 
Technology Agency of Finland), the Juho Vainio Foundation, the Finnish Konkordia Fund 
and the Ella and Georg Ehrnrooth Foundation. These contributions are greatly appreciated.  
 
I owe my deepest gratitude to the Head of the Department of Food and Environmental 
Sciences, Adjunct Professor Christel Lamberg-Allardt, my supervisor. Thank you for 
having confidence in me, for giving me freedom to create the working environment that 
suits me best and especially for respecting my character. Despite your busy schedules, you 
always had time for me. Your consistently positive attitude and empathy are qualities I 
highly respect. It has been a privilege to work in your innovative Calcium research group.  
 
My sincere gratitude is due to Adjunct Professor Kirsti Uusi-Rasi and Professor Jorma 
Viikari, the referees of my thesis, for careful pre-examination of this manuscript and for 
the valuable suggestions and constructive criticism that greatly improved its content. 
Special thanks to Carol Ann Pelli for the linguistic revision of this work.  
 
I warmly thank Adjunct Professor Hannu Rita, who strongly influenced my knowledge of 
statistics. Without you, the research questions of Study III would have been totally 
different. Our numerous hilarious yet professional conversations are something I will 
always remember. Working with you helped me to grow as a scientist.  
 
I am indebted to my co-authors Adjunct Professor Kalevi Laitinen and Doctors Marika 
Laaksonen, Heli Viljakainen and Terhi Junkkari for their assistance with and comments on 
improving the manuscript.  
 
I owe my warmest thanks to all of my current and former colleagues of the Calcium 
research group: Heini Karp, Merja Kärkkäinen, Heli Viljakainen, Suvi Itkonen, Minna 
Pekkinen, Elisa Saarnio, Zahirul Islam and Mikael Ahlström, for a supportive and 
laughter-filled working environment. Special thanks are due to my roommate Heini K and 
Merja for stimulating teamwork, encouragement and sharing great moments and, 
especially for listening and helping in difficult times. Merja is also thanked for her 
extremely valuable support and help in finalizing this thesis. I also warmly thank Anu 
Heiman-Lindh and Endla Lipre at the Division of Nutrition for cheerful company and 
smooth cooperation. The fantastic PHOMI study team: Heini K, Suvi, Elisa, Jenna, Noora, 
Merja, Minna, Heini H and Nia, are thanked for being great workmates and having an 







My heartfelt thanks go to my parents Terttu and Heikki who have taught me to believe in 
myself, to keep my feet firmly planted on the ground and to live up to a sense of equity. I 
had the privilege of growing up in a safe home that was full of life and love. I thank my 
siblings Juha, Hannu, Tiina, Tuula, Liisa and Kaisa and their families for being in my life 
and for being such fantastic persons.  
 
My loving thanks are due to my dear friends Päivi, Ritva and Heidi for sharing the up and 
downs of life and especially for providing relaxing companionship. Päivi: your long-time 
faithful friendship means so much to me. Ritva: thank you for our weekly 
“sunnuntailenkit”, which have not only been fun-filled but also very therapeutic. Heidi: it 
has been enjoyable to share travel experiences with you. My friends and ex-colleagues 
Heini U and Laura are warmly remembered for wonderful get-togethers and their positive 
attitudes towards life. I also wish to thank all of my other friends and acquaintances for the 
interest shown in my work and for helping me to sometimes forget science completely.  
 
Finally, words fail to describe my gratitude and love for my dear husband Risto. Both 
emotionally and financially this work would not have been possible without you. Thank 
you for loving me as I am, believing in me, supporting me and being my best friend. I am 
so lucky to have you in my life! Let’s hope that our journey together will last till we are 























Åkesson K, Lau KH, Johnston P, Imperio E, Baylink DJ. Effects of short-term calcium depletion 
and repletion on biochemical markers of bone turnover in young adult women. J Clin 
Endocrinol Metab 1998;83:1921-1927. 
Anderson JJB. Controversy over dietary phosphorus. J Am Coll Nutr 2001;20:269-270. 
Anon. Consensus development conference: diagnosis, prophylaxis, and treatment of osteoporosis. 
Am J Med 1993;94:646-650. 
Asher MA, Sledge CB, Glimcher MJ. The effect of inorganic orthophosphate on the rates of 
collagen formation and degradation in bone and cartilage in tissue culture. J Clin Endocrinol 
Metab 1974;38:376-389. 
Babbie E. The Practice of Social Research. 9th ed. Belmont, CA: Wadsworth Publishing Co; 2001.  
Backman T, Metsä-Heikkilä M, Tuppurainen M. Onko pitkäaikainen hormonaalinen ehkäisy 
turvallista? Duodecim 2008;124:445-450. 
Bailey DA, Martin AD, McKay HA, Whiting S, Mirwald R. Calcium accretion in girls and boys 
during puberty: a longitudinal analysis. J Bone Miner Res 2000;15:2245-2250. 
Barton PA, Conner TA, McQuade CR. Therapeutic use of the phosphate binder lanthanum 
carbonate. Expert Opin Drug Metab Toxicol 2009;5:71-81 
Basabe TB, Mena VMC, Faci VM, Aparicio VA, Lopez SAM, Ortega ARM. The influence of 
calcium and phosphorus intake on bone mineral density in young women. Arch Latinoam Nutr 
2004;54:203-208. 
Bell RR, Draper HH, Tzeng DYM, Shin HK, Schmidt GR. Physiological responses of human 
adults to foods containing phosphate additives. J Nutr 1977;107:42-50. 
Bell RR, Tzeng DY, Draper HH. Long-term effects of calcium, phosphorus and forced exercise on 
the bones of mature mice. J Nutr 1980;110:1161-1168.  
Ben-Dov IZ, Galitzer H, Lavi-Moshayoff V, Goetz R, Kuro-o M, Mohammadi M et al. The 
parathyroid is a target organ for FGF23 in rats. J Clin Invest 2007;117:4003-4008. 
Bergenfelz A, Ahrén B. Serum osteocalcin levels do not change during rapidly induced 
hypercalcemia in healthy subjects. Horm Res 1992;37:29-32.  
Bergwitz C, Jüppner H. Regulation of phosphate homeostasis by PTH, Vitamin D, and FGF23. 
Annu Rev Med 2010;61:91-104. 
Berndt T, Kumar R. Novel mechanisms in the regulation of phosphorus homeostasis. Physiology 
2008;24:17-25.  
Berndt T, Thomas LF, Craig TA, Sommer S, Li X, Bergstralh EJ et al. Evidence for a signalling 
axis by which intestinal phosphate rapidly modulates renal phosphate reabsorption. Proc Natl 
Acad Sci U S A 2007;104:11085-11090. 
Berner W, Kinne R, Murer H. Phosphate transport into brush-border membrane vesicles isolated 
from rat small intestine. Biochem J 1976;160:467-474.  
Berner YN, Shike M. Consequences of phosphate imbalance. Annu Rev Nutr 1988;8:121-148.  
Biber J, Hernando N, Forster I, Murer H. Regulation of phosphate transport in proximal tubules. 
Pflugers Arch 2009;458:39-52. 
Bingham PJ, Raisz LG. Bone growth in organ culture: effects of phosphate and other nutrients on 
bone and cartilage. Calcif Tissue Res 1974;14:31-48. 
Bischoff-Ferrari HA, Willett WC, Wong JB, Giovannucci E, Dietrich T, Dawson-Hughes B. 
Fracture prevention with vitamin D supplementation: a meta-analysis of randomized controlled 
trials. JAMA 2005;293:2257-2264. 
Blomberg K, Penttilä P-L. Supervision of additives in Finland in 1997 and 1998. National Food 
Administration/Research Notes 8/1999. Helsinki: National Food Administration; 1999. 






Bonewald LF. Osteocytes. In: Primer on the metabolic bone diseases and disorders of mineral 
metabolism. Rosen CJ (ed.). Washington DC: The American Society for Bone and Mineral 
Research; 2008. pp.22-27 
Bonjour JP, Carrie AL, Ferrari S, Clavien H, Slosman D, Theintz G et al. Calcium- enriched foods 
and bone mass growth in prepubertal girls- a randomised double-blind placebo-controllded 
trial. J Clin Invest 1997;99:1287-1294. 
Bonjour JP, Chevalley T, Ferrari S, Rizzoli R. The importance and relevance of peak bone mass in 
the prevalence of osteoporosis. Salud Publica Mex 2009a;51:S5-17(Suppl 1).  
Bonjour JP, Guéguen L, Palacios C, Shearer MJ, Weaver CM. Minerals and vitamins in bone 
health: the potential value of dietary enhancement. Br J Nutr 2009b;101:1581-1596.  
Bover J, Farré N, Andrés E, Canal C, Olaya MT, Alonso M et al. Update on the treatment of 
chronic kidney disease-mineral and bone disorder. J Ren Care 2009;35S1:19-27.  
Brixen K, Nielsen HK, Charles P, Mosekilde L. Effects of a short course of oral phosphate 
treatment on serum parathyroid hormone (1-84) and biochemical markers of bone turnover: a 
dose-response study. Calcif Tissue Int 1992;51:276-281. 
Brown EM, Gamba G, Riccardi D, Lombardi M, Butters R, Kifor O et al. Cloning and 
characterization of an extracellular Ca(2+)-sensing receptor from bovine parathyroid. Nature 
1993;366:575-580. 
Brown EM, Hebert SC. Calcium-receptor-regulated parathyroid and renal function. Bone 
1997;20:303-309. 
Brown EM, Lian JB. New insights in bone biology: unmasking skeletal effects of the extracellular 
calcium-sensing receptor. Sci Signal 2008;35:pe40. 
Brownstein CA, Adler F, Nelson-Williams C, Iijima J, Li P, Imura A et al. A translocation causing 
increased alpha-klotho level results in hypophosphatemic rickets and hyperparathyroidism. 
Proc Natl Acad Sci USA 2008;105:3455–3460. 
Bryant RJ, Cadogan J, Weaver CM. The new dietary reference intakes for calcium: implications 
for osteoporosis. J Am Coll Nutr 1999;18:406S-412S. 
Budek AZ, Hoppe C, Ingstrup H, Michaelsen KF, Bügel S, Mølgaard C. Dietary protein intake 
and bone mineral content in adolescents – The Copenhagen Cohort Study. Osteoporosis Int 
2007;18:1661-1667. 
Bushinsky DA. Dysregulation of the calcium, phosphorus, parathyroid hormone, and vitamin D 
axis: what are the causes and risks? Am J Kidney Dis 2001;37:1310-1312.  
Calvo MS. Dietary phosphorus, calcium metabolism and bone. J Nutr 1993;123:1627-1633. 
Calvo MS. Dietary considerations to prevent loss of bone and renal function. Nutrition 
2000;16:564-566. 
Calvo MS, Eastell R, Offord KP, Bergstrahl EJ, Burritt MF. Circadian variation in ionized calcium 
and intact parathyroid hormone: evidence for sex differences in calcium homeostasis. J Clin 
Endocrin Metab 1991;72:69-76. 
Calvo MS, Heath H 3rd. Acute effects of oral phosphate-salt ingestion on serum phosphorus, 
serum ionized calcium, and parathyroid hormone in young adults. Am J Clin Nutr 
1988;47:1025-1029.  
Calvo MS, Kumar R, Heath H 3rd. Elevated secretion and action of serum parathyroid hormone in 
young adults consuming high phosphorus, low calcium diets assembled from common foods. J 
Clin Endocrinol Metab 1988;66:823-829.  
Calvo MS, Kumar R, Heath H 3rd. Persistently elevated parathyroid hormone secretion and action 
in young women after four weeks of ingesting high phosphorus, low calcium diets. J Clin 
Endocrinol Metab 1990;70:1334-1340.  
Calvo MS, Park YK. Changing phosphorus content of the U.S. diet: potential for adverse effects 






Carrillo-López N, Román-García P, Rodríguez-Rebollar A, Fernández-Martín JL, Naves-Díaz M, 
Cannata-Andía JB. Indirect regulation of PTH by estrogens may require FGF23. J Am Soc 
Nephrol 2009;20:2009-2017. 
Chan ELP, Lau E, Shek CC, MacDonald D, Woo J, Leung PC et al. Age related changes in bone 
density, serum parathyroid hormone, calcium absorption and other indices of bone metabolism 
in Chinese women. Clin Endocrinol Oxf 1992;36:375-381. 
Charles P. Calcium absorption and calcium bioavailability. J Intern Med 1992;231:161-168. 
Charles P, Eriksen EF, Hasling C, Søndergård K, Mosekilde L. Dermal, intestinal, and renal 
obligatory losses of calcium: relation to skeletal calcium loss. Am J Clin Nutr 1991;54:266S-
273S.  
Charoenkiatkul S, Kriengsinyos W, Tuntipopipat S, Suthutvoravut U, Weaver CM. Calcium 
absorption from commonly consumed vegetables in healthy Thai women. J Food Sci 
2008;73:H218-221 
Chattopadhyay N, Mithal A, Brown EM. The calcium-sensing receptor: a window into the 
physiology and pathophysiology of mineral ion metabolism. Endocr Rev 1996;17:289-307. 
Chen TC, Castillo L, Korycka-Dahl M, DeLuca HF. Role of vitamin D metabolites in phosphate 
transport of rat intestine. J Nutr 1974;104:1056-1060.  
Chwojnowska Z, Charzewska J, Chabros E, Wajszczyk B, Rogalska-Niedswieds M, Jarosz B. 
Contents of calcium and phosphorus in the diet of youth from Warsaw elementary schools. 
Rocz Panstw Zakl Hig 2002;53:157–165. 
Clark I. Importance of dietary Ca:PO4 ratios on skeletal, Ca, Mg, and PO4 metabolism. Am J 
Physiol 1969;217:865-870.  
Comité de Nutrición de la Asociación Española de Pediatría. Consumption of fruit juices and 
beverages by Spanish children and teenagers:health implications of their poor use and abuse. 
An Pediatr (Barc) 2003;58:584-593. 
Crook M. Management of severe hypophosphatemia. Nutrition 2009;25:368-369.  
Cummings SR, Melton LJ III. Epidemiology and outcomes of osteoporotic fractures. Lancet 
2002;359:1761–1767. 
Curtis KM, Martins SL. Progestogen-only contraception and bone mineral density: a systematic 
review. Contraception 2006;73:470-487.  
Davis RH, Morgan DB, Rivlin RS. The excretion of calcium in the urine and its relation to 
calcium intake, sex and age. Clin Sci 1970;39:1-12.  
Dawson-Hughes B, Harris S, Dallal GE. Serum ionized calcium, as well as phosphorus and 
parathyroid hormone, is assosiated with plasma 1,25-dihydroxyvitamin D3 concentrations in 
normal postmenopausal women. J Bone Miner Res 1991;6:461-468. 
Dawson-Hughes B, Harris S, Kramich C, Dallal G, Rasmussen HM. Calcium retention and 
hormone levels in black and white women on high- and low-calcium diets. J Bone Miner Res 
1993;8:779-787. 
DeLuca HF. The vitamin D system in the regulation of calcium and phosphorus metabolism. Nutr 
Rev 1979;37:161-193.  
Dempster DW. Bone remodelling. In: Osteoporosis:etiology, diagnosis, and management. Riggs 
BL, Melton LJIII (eds.).2nd edition. Philadelphia, USA: Lippincott-Raven; 1995. pp.67-91.  
Dietrich JW, Canalis EM, Maina DM, Raisz LG. Hormonal control of bone collagen synthesis in 
vitro: effects of parathyroid hormone and calcitonin. Endocrinology 1976;98:943-949. 
DiSilvestro RA. Handbook of minerals as nutritional supplements. London: CRC Press; 2005. 
EFFO and NOF. Who are candidates for prevention and treatment for osteoporosis? Osteoporos 
Int 1997;7:1-6. 
EFSA (European Food Safety Authority). Opinion of the Scientific Panel on Dietetic Products, 






Intake Level of Phosphorus. EFSA Journal 2005;233:1-19. Available from: http://www.efsa. 
europa.eu/EFSA/efsa_locale-1178620753812_ 1178620767179.htm 
Ekholm P, Virkki L, Ylinen M, Johansson L. The effect of phytic acid and some natural chelating 
agents on the solubility of mineral elements in oat bran. Food Chemistry 2003;80:165-170. 
Endres DB, Morgan CH, Garry PJ, Omdahl JL. Age-related changes in serum immunoreactive 
parathyroid hormone and its biological action in healthy men and women. J Clin Endocrinol 
Metab 1987;65:724-731.  
Evans CEL, Chughtai AY, Blumsohn A, Giles M, Eastell R. The effect of dietary sodium on 
calcium metabolism in premenopausal and postmenopausal women. Eur J Clin Nutr 
1997;51:394-399. 
Favus MJ, Bushinsky DA, Lemann J Jr. Regulation of calcium, magnesium, and phosphate 
metabolism. In: Favus MJ (ed.) Primer of the Metabolic Bone Diseases and Disorders of 
Mineral Metabolism.6th ed. Washington DC: American Society for Bone and Mineral 
Research; 2006. pp.76-83.  
Favus MJ, Goltzman D. Regulation of Calcium and Magnesium. In: Rosen JF (ed.) Primer on the 
metabolic bone diseases and disorders of mineral metabolism.7th edition. Washington DC: The 
Sheridan Press; 2008. pp.104-108 
Fernando GR, Martha RM, Evangelina R. Consumption of soft drinks with phosphoric acid as a 
risk factor for the development of hypocalcemia in postmenopausal women. J Clin Epidemiol 
1999;52:1007-1010. 
Finnish Food Safety Authority. Elintarvikkeiden lisäaineiden E-koodiavain (cited 2009 July 2). 
Available from: http://www.evira.fi/uploads/WebShopFiles/ 1197635026443.pdf  
Flynn A. The role of dietary calcium in bone health. Proc Nutr Soc 2003;62:851-858. 
Food and Nutrition Board, Standing Committee on the Scientific Evaluation of Dietary Reference 
Intakes, National Research Council, Institute of Medicine.  Dietary reference intakes: calcium, 
phosphorus, magnesium, vitamin D, and fluoride. National Academy Press: Washington DC; 
1997.  
Fukumoto S. Physiological regulation and disorders of phosphate metabolism–pivotal role of 
fibroblast growth factor 23. Intern Med 2008;47:337-343. 
Garabedian M, Holick MF, Deluca HF, Boyle IT. Control of 25-hydroxycholecalciferol 
metabolism by parathyroid glands. Proc Natl Acad Sci USA 1972;69:1673-1676.  
García-Sanches A, Gonzalez-Calvin JL, Diez-Ruiz A, Casalas JL, Gallego-Rojo F, Salvatierra D. 
Effect of acute alcohol ingestion on mineral metabolism and osteoblastic function. Alcohol & 
Alcoholism 1995;30:449-453. 
Garnero P, Shih WJ, Gineyts E, Karpf DB, Delmas PD. Comparison of new biochemical markers 
of bone turnover in late postmenopausal osteoporotic women in response to alendronate 
treatment. J Clin Endocrinol Metab 1994;79:1693-1700. 
Genant HK. Radiology of osteoporosis. In: Favus MJ (ed.) Primer on the metabolic bone diseases 
and disorders of mineral metabolism. New York, US: Raven Press, Ltd; 1993. p.229-240. 
Gillies PJ. Nutrigenomics: the Rubicon of molecular nutrition. J Am Diet Assoc 2003;103:S50-
S55. 
Ginty F. Dietary protein and bone health. Proc Nutr Soc 2003;62:867-876.  
Ginty F, Flynn A, Cashman KD. The effect of short-term calcium supplementation on biochemical 
markers of bone metabolism in healthy young adults. Br J Nutr 1998;80:437-43. 
Gonnelli S, Cepollaro C, Camporeale A, Nardi P, Rossi S, Gennari C. Acute biochemical 
variations induced by two different calcium salts in healthy perimenopausal women. Calcif 
Tissue Int 1995;57:175-177. 
Goodman WG. Recent developments in the management of secondary hyperparathyroidism. 
Kidney Int 2001;59:1187-1201. 






Gregory J, Foster K, Tyler H, Wiseman M. The dietary and nutritional study of British adults. 
London, UK: HMSO; 1990.  
Grimm M, Muller A, Hein G, Funfstuck R, Jahreis G. High phosphorus intake only slightly affects 
serum minerals, urinary pyridinium crosslinks and renal function in young women. Eur J Clin 
Nutr 2001;55:153-161. 
Gronowska-Senger A, Kotanska P. Phosphorus intake in Poland in 1994-2000. Rocz Pastw Zak	 
Hig 2004;55:39 (abstract). 
Guéguen L, Pointillart A. The bioavailability of dietary calcium. J Am Coll Nutr 2000;19:119S-
136S.  
Guillemant JA, Accarie CM, de la Gueronniere V, Guillemant SE. Different acute responses of 
serum type I collagen telopeptides, CTX, NTX and ICTP, after repeated ingestion of calcium. 
Clin Chim Acta 2003;337:35-41. 
Guillemant J, Accarie C, Peres G, Guillemant S. Acute effects of an oral calcium load on markers 
of bone metabolism during endurance cycling exercise in male athletes. Calcif Tissue Int 
2004;74:407-414.  
Guillemant J, Guillemant S. Comparison of the suppressive effect of two doses (500 mg vs 1500 
mg) of oral calcium on parathyroid hormone secretion and on urinary cyclic AMP. Calcif 
Tissue Int 1993;53:304-306. 
Guillemant J, Le H-T, Accarie C, du Montcel ST, Delabroise A-M, Arnaud MJ et al. Mineral 
water as a source of dietary calcium: acute effects on parathyroid function and bone resorption 
in young men. Am J Clin Nutr 2000;71:999-1002. 
Guillemant J, Oberlin F, Bourgeois P, Guillemant S. Age-related effect of a single oral dose of 
calcium on parathyroid function:relationship with vitamin D status. Am J Clin Nutr 
1994;60:407-403. 
Harnack L, Stang J, Story M. Soft drink consumption among US children and adolescents: 
nutritional consequences. J Am Diet Assoc 1999;99:436–441. 
Harris SS, Dawson-Hughes B. Caffeine and bone loss in healthy postmenopausal women. Am J 
Clin Nutr 1994;60:573-578. 
Harvey JA, Zobitz MM, Pak CYC. Dose dependency of calcium absorption: a comparison of 
calcium carbonate and calcium citrate. J Bone Miner Res 1988;3:253–258. 
Heaney RP. Calcium in prevention and treatment of osteoporosis. J Intern Med 1992;231:169-180.  
Heaney RP. Dietary protein and phosphorus do not affect calcium absorption. Am J Clin Nutr 
2000;72:675-676. 
Heaney RP. Dairy and bone health. J Am Coll Nutr 2009;28:82S-90S (Suppl 1) . 
Heaney RP, Nordin BEC. Calcium effects on phosphorus absorption:Implications for the 
prevention and co-therapy of osteoporosis. J Am Coll Nutr 2002;21:239-244. 
Heaney RP, Rafferty K, Dowell MS, Bierman J. Calcium fortification systems differ in 
bioavailability. J Am Diet Assoc 2005;105:807–809. 
Heaney RP, Recker RR. Effects of nitrogen, phosphorus, and caffeine on calcium balance in 
women. J Lab Clin Med 1982;99:46-55. 
Heaney RP, Recker RR. Determinants of endogenous fecal calcium in healthy women. J Bone 
Miner Res 1994;9:1921-1627. 
Heaney RP, Recker RR, Stegman MR, Moy AJ. Calcium absorption in women: relationships to 
calcium intake, estrogen status, and age. J Bone Miner Res 1989;4:469-475. 
Heaney RP, Weaver CM. Oxalate: effect on calcium absorbability. Am J Clin Nutr 1989;50:830-
832. 
Heaney RP, Weaver CM. Calcium absorption from kale. Am J Clin Nutr 1990;51:656-657.  
Heaney RP, Weaver CM, Fitzsimmons ML. Influence of calcium load on absorption fraction. J 






Heaney R, Weaver C, Fitzsimmons M. Soyabean phytate content: effect on calcium absorption. 
Am J Clin Nutr 1991:53:745-747. 
Heaney R, Weaver C, Recker R. Calcium absorbability from spinach. Am J Clin Nutr 1988;47: 
707-709. 
Hegsted M, Schuette SA, Zemel MB, Linkswiler HM. Urinary calcium and calcium balance in 
young men as affected by level of protein and phosphorus intake. J Nutr 1981;111:553-562. 
Heinonen A, Sievänen H, Kannus P, Oja P, Pasanen M, Vuori I. High-impact exercise and bones 
of growing girls: a 9-month controlled trial. Osteoporos Int 2000;11:1010-1017.  
Henrix P, Van Cauwenbergh R, Robberrecht HJ, Deelstra HA. Measurement of the daily dietary 
calcium and magnesium intake in Belgium, using duplicate portion sampling. Z Lebensm 
Unters Forsch 1995;201:213-217.  
Herfarth K, Drechsler S, Imhoff W, Schlander M, Engelbach M, Maier A et al. Calcium regulating 
hormones after oral and intravenous calcium administration. Eur J Clin Chem Clin Biochem 
1992a;30:815–822. 
Herfarth K, Schmidt-Gayk H, Graf S, Maier A. Circadian rhythm and pulsatility of parathyroid 
hormone secretion in man. Clin Endocrinol (Oxf) 1992b;37:511–519. 
Hernandez-Avila M, Colditz GA, Stampfer MJ, Rosner B, Speizer FE, Willet WC. Caffeine, 
moderate alcohol intake and risk of fractures of the hip and forearm in middleaged women. 
Am J Clin Nutr 1991;54:157-163. 
Hill KM, Braun M, Kern M, Martin BR, Navalta JW, Sedlock DA et al. Predictors of calcium 
retention in adolescent boys. J Clin Endocrinol Metab 2008;93:4743-4748.   
Hirvonen T, Tapanainen H, Valsta L, Virtanen M, Aro A, Pietinen P. Elintarvikkeiden 
täydentäminen D-vitamiinilla ja kalsiumilla. Riskiarviointi työikäisessä väestössä. 
Kansanterveyslaitoksen julkaisuja B19/2004. Helsinki: National Public Health Institute; 2004. 
Hodsman AB, Bauer DC, Dempster DW, Dian L, Hanley DA, Harris ST et al. Parathyroid 
hormone and teriparatide for the treatment of osteoporosis: a review of the evidence and 
suggested guidelines for its use. Endocr Rev 2005;26:688-703.  
Hodsman AB, Fraher LJ, Ostbye T, Adachi JD, Steer BM. An evaluation of several biochemical 
markers for bone formation and resorption in a protocol utilizing cyclical parathyroid hormone 
and calcitonin therapy for osteoporosis. J Clin Invest 1993;91:1138-1148. 
Hodsman AB, Steer BM, Fraher LJ, Drost DJ. Bone densitometric and histomorphometric 
responses to sequential human parathyroid hormone (1-38) and salmon calcitonin in 
osteoporotic patients. Bone Miner 1991;14:67-83. 
Holick MF. Vitamin D and bone health. J Nutr 1996;126:1159S-1164S. 
Horowitz M, Wishart JM, Goh D, Morrison HA, Need AG, Nordin BEJ. Oral calcium suppresses 
biochemical markers of bone resorption in normal men. Am J Clin Nutr 1994;60:965-968. 
Howard JE, Hopkins TR, Connor TB. On certain physiologic responses to intravenous injections 
of calcium salts into normal, hyperparathyroid and hypoparathyroid persons. J Clin Endocrinol 
Metab 1953;13:1-19. 
Huncharek M, Muscat J, Kupelnick B. Impact of dairy products and dietary calcium on bone-
mineral content in children: results of a meta-analysis. Bone 2008;43:312-21.  
Hunter DJ. Gene-environment interactions in human diseases. Nat Rev Genet 2005;6:287-298. 
Hunter D, De Lange M, Snieder H, MacGregor AJ, Swaminathan R, Thakker RV et al. Genetic 
contribution to bone metabolism, calcium excretion, and vitamin D and parathyroid hormone 
regulation. J Bone Miner Res 2001;16:371-378. 
Huttunen MM, Pietilä PE, Viljakainen HT, Lamberg-Allardt CJ. Prolonged increase in dietary 







Huttunen MM, Tillman I, Viljakainen HT, Tuukkanen J, Peng Z, Pekkinen M et al. High dietary 
phosphate intake reduces bone strength in the growing rat skeleton. J Bone Miner Res 
2007;22:83-92. 
International Osteoporosis Foundation. Osteoporosis in Europe:Indicators of progress, 2004 (cited 
2009 July 1). Available from: http://www.iofbonehealth.org/download/osteofound/ 
filemanager/publications/pdf/ eu-report-2005.pdf 
Itkonen S, Ekholm P, Kemi V, Lamberg-Allardt C. Analysis of bioavailable phosphorus content in 
differently processed cereals. Poster in 7th International Symposium on Nutritional Aspects of 
Osteoporosis, Lausanne/Switzerland May 2009, 2009. Abstract available from: http://www. 
congrex.ch/isnao2009/pdf/ISNAO09_FP.pdf 
Johnell O, Kanis JA. An estimate of the worldwide prevalence and disability associated with 
osteoporotic fractures. Osteoporos Int 2006;17:1726-1733.  
Kalkwarf HJ, Khoury JC, Lanphear BP. Milk intake during childhood and adolescence, adult bone 
density, and osteoporotic fractures in US women. Am J Clin Nutr 2003;77:257-265. 
Kanis JA, Johnell O. Requirements for DXA for the management of osteoporosis in Europe. 
Osteoporos Int 2005;16:229-238. 
Kanis JA, Johnell O, Oden A, Sembo I, Redlund-Johnell I, Dawson A et al. Long-term risk of 
osteoporotic fracture in Malmo. Osteoporos Int 2000;11:669-674. 
Kannus P, Niemi S, Parkkari J, Palvanen M, Vuori I, Järvinen M. Hip fractures in Finland between 
1970 and 1997 and prediction for the future. Lancet 1999;353:802-805. 
Kannus P, Niemi S, Parkkari J, Palvanen M, Vuori I, Järvinen M. Nationwide decline in incidence 
of hip fractures. J Bone Miner Research 2006;21:1836-1838.  
Karalis M, Murphy-Gutekunst L. Patient education. Enhanced foods: hidden phosphorus and 
sodium in foods commonly eaten. J Ren Nutr 2006;16:79-81. 
Karp HJ, Ekholm P, Kemi VE, Lamberg-Allardt CJE. Differences in soluble phosphorus content 
of foods. Poster in 7th International Symposium on Nutritional Aspects of Osteoporosis, 
Lausanne/Switzerland May 2009, 2009a. Abstract available from: http://www.congrex.ch/ 
isnao2009/pdf/ ISNAO09_FP.pdf  
Karp HJ, Kemi VE, Lamberg-Allardt CJE. Processed cheese and fermented cheese differ in their 
effects on parathyroid hormone concentration and calcium metabolism: A pilot-study in 
Finnish females (manuscript, unpublished data), 2009b. 
Karp HJ, Vaihia KP, Kärkkäinen MUM, Niemistö MJ, Lamberg-Allardt CJE. Acute effects of 
different phosphorus sources on calcium and bone metabolism in young women: a whole foods 
approach. Calcified Tissue Intl 2007;80:251-258. 
Katai K, Miyamoto K, Kishida S, Segawa H, Nii T, Tanaka H et al. Regulation of intestinal Na+-
dependent phosphate co-transporters by a low-phosphate diet and 1,25-dihydroxyvitamin D3. 
Biochem J 1999;343:705-712.   
Katsumata S, Masuyama R, Uehara M, Suzuki K. Decreased mRNA expression of the 
PTH/PTHrP receptor and type II sodium-dependent phosphate transporter in the kidney of rats 
fed a high phosphorus diet accompanied with a decrease in serum calcium concentration. 
Biosci Biotechnol Biochem 2004;68:2484-2489. 
Katsumata S, Masuyama R, Uehara M, Suzuki K. High-phosphorus diet stimulates receptor 
activator of nuclear factor-kappaB ligand mRNA expression by increasing parathyroid 
hormone secretion in rats. Br J Nutr 2005;94:666-674. 
Kazama JJ, Sato F, Omori K, Hama H, Yamamoto S, Maruyama H et al. Pretreatment serum FGF-
23 levels predict the efficacy of calcitriol therapy in dialysis patients. Kidney Int 
2005;67:1120-1125.  
Kemi VE, Itkonen ST, Karp HJ, Laitinen KEA, Lamberg-Allardt CJE. Calcium-enriched mineral 
water as a calcium source. Poster in BB09 Baltic Bone and Cartilage Conference, Nyborg, 
Denmark, August 2009, 2009a. Abstract available from: http://www.bbcc09.com/Abstract% 






Kemi VE, Kyllönen J, Karp HJ, Lamberg-Allardt CJE. Development and validation of food 
frequency questionnaire to assess phosphorus intake in adult Finnish women and men 
(manuscript, unpublished data), 2009b.  
Kerstetter JE, O´Brien KO, Caseria DM, Wall DE, Insogna KL The impact of dietary protein on 
calcium absorption and kinetic measures of bone turnover in women. J Clin Endocrinol Metab 
2005;90:26-31 
Kerstetter JE, O´Brien KO, Insogna KL. Dietary protein, calcium metabolism, and skeletal 
homeostasis revisited. Am J Clin Nutr 2003;78:584S-592S 
Keusch I, Traebert M, Lötscher M, Kaissling B, Murer H, Biber J. Parathyroid hormone and 
dietary phosphate provoke a lysosomal routing of the proximal tubular Na/Pi-cotransporter 
type II. Kidney Int 1998;54:1224-1232.  
Khaw KT, Scragg R, Murphy S. Single oral-dose cholecalciferol suppresses the winter increase in 
parathyroid hormone concentrations in healthy older men and women: a randomised trial. Am 
J Clin Nutr 1994;59:1040-1044. 
Khosla S, Atkinson EJ, Melton LJ III, Riggs BL. Effects of age and estrogen status on serum 
parathyroid hormone levels and biochemical markers of bone turnover in women: A 
population-based study. J Clin Endocrinol Metab 1997;82:1522-1527. 
Kilav R, Silver J, Naveh-Many T. Parathyroid hormone gene expression in hypophosphatemic 
rats. J Clin Invest 1995;96:327-333. 
Kim SH, Han JH, Zhu QY, Keen CL. Use of vitamins, minerals, and other dietary supplements by 
17- and 18-year-old students in Korea. J Med Food 2003;6:27–42. 
Kolek OI, Hines ER, Jones MD, LeSueur LK, Lipko MA, Kiela PR et al. 1alpha,25-
Dihydroxyvitamin D3 upregulates FGF23 gene expression in bone: the final link in a renal-
gastrointestinal-skeletal axis that controls phosphate transport. Am J Physiol Gastrointest Liver 
Physiol 2005;289:G1036-1042.   
Komaba H, Tanaka M, Fukagawa M. Treatment of chronic kidney disease-mineral and bone 
disorder (CKD-MBD). Inter Med 2008;47:989-994. 
Koshihara M, Masuyama R, Uehara M, Suzuki K. Reduction in dietary calcium/phosphorus ratio 
reduces bone mass and strength in ovariectomized rats enhancing bone turnover. Biosci 
Biotechnol Biochem 2005a;69:1970-1973. 
Koshihara M, Katsumata S, Uehara M, Suzuki K. Effects of dietary phosphorus intake on bone 
mineralization and calcium absorption in adult female rats. Biosci Biotechnol Biochem 
2005b;69:1025-1028. 
Krook L, Lutwak L, Henrikson P-A, Kallfelz F, Hirsch C, Romanus B et al. Reversibility of 
nutritional osteoporosis: physicochemical data on bones from an experimental study in dogs. J 
Nutr 1971;101:233-246. 
Kröger H, Kotaniemi A, Kröger L, Alhava E. Development of bone mass and bone density of the 
spine and femoral neck – a prospective study of 65 children and adolescents. Bone Miner 
1993;23:171- 182. 
Kusuhara R, Katayama S, Itabashi A, Maruno Y, Inaba M, Akabane S et al. Effect of dietary 
calcium on serum BGP (osteocalcin). Endocrinol Jpn 1991;38:145-149 (abstract). 
Kärkkäinen M, Lamberg-Allardt C. An acute intake of phosphate increases parathyroid hormone 
secretion and inhibits bone formation in young women. J Bone Miner Res 1996;11:1905-1912. 
Kärkkäinen MU, Lamberg-Allardt CJ, Ahonen S, Välimäki M. Does it make a difference how and 
when you take your calcium? The acute effects of calcium on calcium and bone metabolism. 
Am J Clin Nutr 2001;74:335-342. 
Kärkkäinen M, Outila T, Lamberg-Allardt C. Habitual dietary calcium intake affects serum 
parathyroid hormone concentration in postmenopausal women with a normal vitamin D status. 
Scand J Nutr 1998;42:104-107. 
Kärkkäinen M, Wiersma JW, Lamberg-Allardt CJ. Postprandial parathyroid hormone response to 






Lajeunesse D, Bouhtiauy I, Brunette MG. Parathyroid hormone and hydrochlorothiazide increase 
calcium transport by the luminal membrane of rabbit distal nephron segments through different 
pathways. Endocrinology 1994;134:35-41.  
Lakshmanan FL, Rao RB, Church JP. Calcium and phosphorus intakes, balances, and blood levels 
of adults consuming self-selected diets. Am J Clin Nutr 1984;40:1368-1379. 
Lamberg-Allardt CJ, Outila TA, Kärkkäinen MU, Rita HJ, Valsta LM. Vitamin D deficiency and 
bone health in healthy adults in Finland: could this be a concern in other parts of Europe? J 
Bone Miner Res 2001;16:2066-2073. 
Lau K, Goldfarb S, Goldberg M, Agus ZS. Effects of phosphate administration on tubular calcium 
transport. J Lab Clin Med 1982;99:317-324.  
Law MR, Hackshaw AK. A meta-analysis of cigarette smoking, bone mineral density and risk of 
hip fracture: recognition of a major effect. BMJ 1997;315:841-846. 
Leichsering JM, Norris L M,  Lamison SA, Wilson ED,  Patton MB. The effect of level of intake 
on calcium and phosphorus metabolism in college women. J. Nutrition 1951;45:407-418. 
Lemann J Jr, Pleuss JA, Gray RW. Potassium causes calcium retention in healthy adults. J Nutr    
1993;123:1623-1626. 
Leonard MB. A structural approach to skeletal fragility in chronic kidney disease. Semin Nephrol 
2009;29:133-143. 
Lindsay R, Nieves J, Formica C, Henneman E, Woelfert L, Shen V et al. Randomised controlled 
study of effect of parathyroid hormone on vertebral-bone mass and fracture incidence among 
postmenopausal women on oestrogen with osteoporosis. Lancet 1997;350:550-555. 
Liu CC, Kalu DN. Human parathyroid hormone-(1-34) prevents bone loss and augments bone 
formation in sexually mature ovariectomized rats. J Bone Miner Res 1990;5:973-982. 
Logue FC, Fraser WD, O'Reilly DS, Cameron DA, Kelly AJ, Beastall GH. The circadian rhythm 
of intact parathyroid hormone-(1-84): temporal correlation with prolactin secretion in normal 
men. J Clin Endocrinol Metab 1990;71:1556-1560. 
Lombardi-Boccia G, Aguzzi A, Cappelloni M, Di Lullo G, Lucarini M. Total-diet study: dietary 
intakes of macro elements and trace elements in Italy. Br J Nutr 2003;90:1117-1121. 
Lotz M, Zisman E, Bartter FC. Evidence for a phosphorus-depletion syndore in man. N Eng J Med 
1968;278:409-415.  
LSRO (The Life Science Research Office). Evaluation of the health aspects of phosphates as food 
ingredients. Washington D.C.: Bureau of Foods, Food and Drug Administration, Department 
of Health, Education, and Welfare; 1975. 
Lukert BP, Carey M, McCarty B, Tiemann S, Goodnight L, Helm M et al. Influence of nutritional 
factors on calcium-regulating hormones and bone loss. Calcif Tissue Int 1987;40:119-125. 
Lundquist P, Murer H, Biber J. Type II Na+-Pi cotransporters in osteoblast mineral formation: 
regulation by inorganic phosphate. Cell Physiol Biochem 2007;19:43-56.  
MacKelvie KJ, Petit MA, Khan KM, Beck TJ, McKay HA. Bone mass and structure are enhanced 
following a 2-year randomized controlled trial of exercise in prepubertal boys. Bone 
2004;34:755-764. 
Maierhofer WJ, Gray RW, Lemann Jr J. Phosphate deprivation increases serum 1,25-(OH)2-
vitamin D concentrations in healthy men. Kidney Int 1984;25:571-575. 
Markowitz ME, Arnaud S, Rosen JF, Thorpy M, Laximinarayan S. Temporal interrelationships 
between the circadian rhythms of serum parathyroid hormone and calcium concentrations. J 
Clin Endocrinol Metab 1988;67:1068-1073.  
Markowitz ME, Rotkin L, Rossen JF. Circadian rhythms of blood minerals in humans. Science 
1981;213:672-674. 
Marshall D, Johnell O, Wedel H. Meta-analysis of how well measures of bone mineral density 






Martin DR, Ritter CS, Slatopolsky E, Brown AJ. Acute regulation of parathyroid hormone by 
dietary phosphate. Am J Physiol Endocrinol Metab 2005;289:E729-734.  
Martin-Malo A, Rodriguez M, Martinez ME, Torres A, Felsenfeld AJ. The interaction of PTH and 
dietary phosphorus and calcium on serum calcitriol levels in the rat with experimental renal 
failure. Nephrol Dial Transplant 1996;11:1553-1558. 
Martins SL, Curtis KM, Glasier AF. Combined hormonal contraception and bone health: a 
systematic review. Contraception 2006;73:445-469. 
Massey LK. Dietary animal and plant protein and human bone health: a whole foods approach. J 
Nutr 2003;133:862S-865S. 
Masuyama R, Kajita Y, Odachi J, Uehara M, Shigematsu T, Suzuki K et al. Chronic phosphorus 
supplementation decreases the expression of renal PTH/PTHrP receptor mRNA in rats. Am J 
Nephrol 2000;20:491-495. 
Matkovic V, Ilich JZ, Andon MB, Hsieh LC, Tzagournis MA, Lagger BJ et al. Urinary calcium, 
sodium, and bone mass of young females. Am J Clin Nutr 1995;62:417-425. 
Matsuzaki H, Kikuchi T, Kajita Y, Masuyama R, Uehara M, Goto S. Comparison of various 
phosphate salts as the dietary phosphate on nephrocalcinosis and kidney function in rats. J Nutr 
Sci Vitaminol 1999;45:595-608.  
Melton LJ. Epidemiology worldwide. Endocrinol Metab Clin N Am 2003;32:1-13. 
Melton LJ, 3rd, Atkinson EJ, O'Connor MK, O'Fallon WM, Riggs BL. Bone density and fracture 
risk in men. J Bone Miner Res 1998;13:1915-1923. 
Melton LJ, 3rd, Chrischilles EA, Cooper C, Lane AW, Riggs BL. Perpective. How many women 
have osteoporosis? J Bone Miner Res 1992;7:1005-1010. 
Metz JA, Anderson JJ, Gallagher Jr PN. Intakes of calcium, phosphorus, and protein, and  
physical-activity level are related to radial bone mass in young adult women. Am J Clin Nutr 
1993;58:537-542. 
Miller JZ, Smith DL, Flora L, Slemenda C, Jiang XY, Johnston CC Jr. Calcium absorption from 
calcium carbonate and a new form of calcium (CCM) in healthy male and female 
adolescents.Am J Clin Nutr 1988;48:1291-1294. 
Minisola S, Pacitti MT, Scarda A, Rosso R, Romagnoli E, Carnevale V et al. Serum ionized 
calcium, parathyroid hormone and related variables: effect of age and sex. Bone Mineral 
1993;23:183-193. 
Ministry of Trade and Industry. Kauppa- ja teollisuusministeriön päätös elintarvikkeissa ja 
alkoholijuomissa käytettävistä muista lisäaineista kuin makeutusaineista ja väreistä, 811/1999. 
(cited 2009 March 13). Available from: http://www.finlex.fi /fi/laki/alkup/1999/ 19990811 
Miyamoto K, Tatsumi S, Segawa H, Morita K, Nii T, Fujioka A et al. Regulation of PiT-1, a 
sodium-dependent phosphate co-transporter in rat parathyroid glands. Nephrol Dial Transplant 
1999;14: S73-S75(Suppl. 1). 
Mortensen L, Charles P. Bioavailability of calcium supplements and the effect of vitamin D: 
comparison between milk, calcium carbonate, and calcium carbonate plus vitamin D. Am J 
Clin Nutr 1996;63:354-357. 
Murer H, Forster I, Hernando N, Lambnert G, Traebert M, Biber J. Posttranscriptional regulation 
of the proximal tubule NaPi-II transporter in response to PTH and dietary Pi. Am J Physiol 
1999;46:F676-F684. 
Murer H, Hernando N, Forster I, Biber J. Proximal tubular phosphate reabsorption: molecular 
mechanism. Physiol Rev 2000;80:1373-1409. 
Murphy-Gutekunst L. Hidden phosphorus in popular beverages. Nephrol Nurs J 2005;32:443-445. 
Murphy-Gutekunst L, Uribarri J. Hidden phosphorus-enhanced meats: part 3. J Ren Nutr 
2005;15:E1–E4. 
Männistö S, Ovaskainen M-L, Valsta L. The National FINDIET 2002 Study. Kansanterveys-






National Institute for Health and Welfare, Nutrition Unit. Fineli ® - Finnish Food Composition 
Database. Release 9 (cited 2009 Jul 9). Available from: http://www.fineli.fi/. 
National Nutrition Council. Finnish Nutrition Recommendations – Diet and physical activity in 
balance. Helsinki:Edita; 2005.  
Naveh-Many T, Sela-Brown A, Silver J. Protein-RNA interactions in the regulation of PTH gene 
expression by calcium and phosphate. Nephrol Dial Transplant 1999;14:811-813. 
Nevitt MC, Cummings SR, Stone KL, Palermo L, Black DM, Bauer DC et al. Risk factors for a 
first-incident radiographic vertebral fracture in women > or = 65 years of age: the study of 
osteoporotic fractures. J Bone Miner Res 2005;20:131-140. 
Nguyen TV, Howard GM, Kelly PJ, Eisman JA. Bone mass, lean mass, and fat mass: same genes 
or same environments. Am J Epidemiol 1998;147:3-16.  
Nielsen SJ, Popkin BM. Changes in beverage intake between 1977 and 2001. Am J Prev Med 
2004;27:205-210. 
Nigar MJ, Pak CY. Calcium bioavailability from calcium carbonate and calcium citrate. J Clin 
Endocrinol Metab 1985;61:391-393. 
Nieves JW, Golden AL, Siris E, Kelsey JL, Lindsay R. Teenage and current calcium intake are 
related to bone mineral density of the hip and forearm in women aged 30-39 years. Am J 
Epidemiol 1995;141:342-351. 
Nolan CR, Qunibi WY. Calcium salts in the treatment of hyperphosphatemia in hemodialysis 
patients. Curr Opin Nephrol Hypertens 2003;12:373-379.  
Nordic Council of Ministers. Nordic Nutrition Recommendations 2004. Integrating nutrition and 
physical activity. Århus: Scanprint as; 2004. 
Nordin BEC, Fraser R. The effect of intravenous calcium on phosphate excretion. Clin Sci 
1954;13:477-490.  
Nordin BE, Need AG, Morris HA, Horowitz M. The nature and significance of the relationship 
between urinary sodium and urinary calcium in women. J Nutr 1993;123:1615-1622.  
Oenning LJ, Vogel J, Calvo MS. Accuracy of methods estimating calcium and phosphorus intake 
in daily diets. J Am Diet Assoc 1988;88:1076-1078.  
Ott SM, Scholes D, Lacroix AZ, Ishikawa LE, Yoshida CK, Barlow WE. Effects of contraceptive 
use on bone biochemical markers in young women. J Clin Endocrinol Metab 2001;86:179-185. 
Patton MB, Wilson ED, Leichsenring JM, Norris LM, Dienhart CM. The relation of calcium-to-
phosphorus ratio to the utilization of these minerals by 18 young college women. J Nutr 
1953;50:373-382. 
Paturi M, Tapanainen H, Reinivuo H, Pietinen P (ed.). The National FINDIET 2007 Survey. 
Kansanterveyslaitoksen julkaisuja B23/2008. Helsinki: Yliopistopaino; 2008.  
Pesonen J, Sirola J, Tuppurainen M, Jurvelin J, Alhava E, Honkanen R et al. High bone mineral 
density among perimenopausal women. Osteoporos Int 2005;16:1899-1906.  
Peterlik M, Wasserman RH. Effect of vitamin D on transepithelial phosphate transport in chick 
intestine. Am J Physiol 1978;234:E379-88.  
Pettifor JM. What`s new in hypophosphataemic rickets? Eur J Pediatr 2008;167:493-499.  
Portale AA, Booth BE, Halloran BP, Morris CR Jr. Effect of dietary phosphorus on circulating 
concentrations of 1,25-dihydroxyvitamin D and immunoreactive parathyroid hormone in 
children with moderate renal insufficiency. J Clin Invest 1984;73:1580-1589.  
Portale AA, Halloran BP, Morris Jr RC. Dietary intake of phosphorus modulates the circadian 
rhythm in serum concentration of phosphorus: implications for the renal production of 1,25-
dihydroxyvitamin D. J Clin Invest 1987;80:1147-1154. 
Portale AA, Halloran BP, Morris RC Jr. Physiologic regulation of the serum concentrations of 






Portale AA, Halloran BP, Murphy MM, Morris CM Jr. Oral intake of phosphorus can determine 
the serum concentration of 1,25-dihydroxyvitamin D by determining its production rate on 
humans. J Clin Invest 1986;77:7-12.  
Prentice A. Studies of Gambian and UK children and adolescents: insights into calcium 
requirements and adaptation to a low calcium intake. In: Burckhard P, Dawson-Hughes B, 
Heaney RP (eds.) Proceedings of the 6th International Symposium on Nutritional Aspects of 
Osteoporosis. International Congress Series 1297. Amsterdam: Elsevier; 2007, pp. 15–24. 
Prince RL, Dick I, Garcia-Webb P, Retallack RW. The effects of the menopause on calcitriol and 
parathyroid hormone: responses to a low dietary calcium stress test. J Clin Endocrinol Metab 
1990;70:1119-1123.  
Quarles LD. Cation sensing receptors in bone: a novel paradigm for regulating bone remodeling? J 
Bone Miner Res 1997;12:1971-1974. 
Quarles LD. Endocrine functions of bone in mineral metabolism regulation. J Clin Invest 
2008;118:3820-3828. 
Radimer K, Bindewald B, Hughes J, Ervin B, Swanson C, Picciano MF. Dietary supplements use 
by US adults: Data from the National Health and Nutrition Examination Survey, 1999-2000. 
Am J Epidemiol 2004;160:339-349. 
Rafferty K, Davies KM, Heaney RP. Potassium intake and the calcium economy. J Am Coll Nutr 
2005;24:99-106.  
Raisz LG. Physiology and pathophysiology of bone remodelling. Clinical Chemistry 
1999;45:1353-1358. 
Raisz LG. Pathogenesis of osteoporosis: concepts, conflicts and prospects. J Clin Invest 
2005;115:3318-3325. 
Raulio S, Suojanen A. Elintarvikkeiden täydentäminen kalsiumilla – hyödyt ja haitat Suomessa. 
Elintarvikeviraston tutkimuksia-sarja 11/2000. Helsinki: Elintarvikevirasto; 2000.  
Recker RR, Davies KM, Hinders SM, Heaney RP, Stegman MR, Kimmel DB. Bone gain in young 
adult women. JAMA 1992;268:2403-2408. 
Reid IR, Ames RW, Evans MC, Gamble GD, Sharpe SJ. Long-term effects of calcium 
supplementation on bone loss and fractures in postmenopausal women. A randomized 
controlled trial. Am J Med 1995;98:331-335. 
Reiss E, Canterbury JM, Bercovitz MA, Kaplan EL. The role of phosphate in the secretion of 
parathyroid hormone in man. J Clin Invest 1970;49:2146-2149. 
Renier JC, Giraud Ph, Girardeau C, Jallet P, Gillabert P, Audran M. Exploration du métabolisme 
phosphocalcique aprés supplémentation orale en phosphore. Rev Rhum Mal Ostéoartic 
1992;59:537-544. 
Robey PG, Boskey AL. The composition of bone. In: Rosen CJ (ed.) Primer on the metabolic bone 
diseases and disorders of mineral metabolism. Washington DC: The American Society for 
Bone and Mineral Research; 2008. pp.32-38. 
Robins SP, New SA. Markers of bone turnover in relation to bone health. Proc Nutr Soc 
1997;56:903-914.  
Rubinacci A, Melzi R, Zampino M, Soldarini A, Villa I. Total and free deoxypyridinoline after 
acute osteoclast activity inhibition. Clin Chem 1999;45:1510-1516. 
Sadideen H, Swaminathan R. Effect of acute oral calcium load on serum PTH and bone resorption 
in young healthy subjects: an overnight study. Eur J Clin Nutr 2004;58:1661-1665. 
Saito H, Maeda A, Ohtomo S, Hirata M, Kusano K, Kato S et al. Circulating FGF-23 is regulated 
by 1alpha,25-dihydroxyvitamin D3 and phosphorus in vivo. J Biol Chem 2005;280:2543-2549.  
Salamoun MM, Kizirian AS, Tannous RI, Nabulsi MM, Choucair MK, Deeb ME, El-Hajj 
Fuleihan GA. Low calcium and vitamin D intake in healthy children and adolescents and their 






Sax L. The Institute of Medicine´s “Dietary reference intake” for phosphorus: A critical 
perspective. J Am Coll Nutr 2001;20:271-278. 
SCF (Scientific Committee on Food). Reports of the scientific committee of food (31st series). 
Nutrient and energy intakes for European communities. Luxembourg:Commission of the 
European Community; 1993. pp.177-189. Available from: http://europa.eu.int/comm/food/fs/ 
sc/scf/out89.pdf 
Schiller PC, Dippolito G, Roos BA, Howard GA. Anabolic or catabolic responses of MC3T3-E1 
osteoblatic cells to parathyroid hormone depend on time and duration of treatment. J Bone 
Miner Res 1999;14:1504-1512. 
Schmitt CP, Schaefer F, Bruch A, Veldhuis JD, Schmidt-Gayk H, Stein G et al. Control of 
pulsatile and tonic parathyroid hormone secretion by ionized calcium. J Clin Endocrinol Metab 
1996;81:4236-4243. 
Scholes D, Ichikawa L, LaCroix AZ, Spangler L, Beasley JM, Reed S, Ott SM. Oral contraceptive 
use and bone density in adolescent and young adult women Contraception 2010;81:35-40. 
Scholes D, LaCroix AZ, Ichikawa LE, Barlow WE, Ott SM. Change in bone mineral density 
among adolescent women using and discontinuing depot medroxyprogesterone acetate 
contraception. Arch Pediatr Adolesc Med 2005;159:139-144.  
Schuette SA, Yasillo NJ, Thompson CM.The effect of carbohydrates in milk on the absorption of 
calcium by postmenopausal women. J Am Coll Nutr 1991;10:132-139. 
Seeman E. Pathogenesis of bone fragility in women and men. Lancet 2002;359:1841-1850. 
Seeman E. The structural and biomechanical basis of the gain and loss of bone strength in women 
and men. Endocrinol Metab Clin N Am 2003;32:25-38.  
Segawa H, Onitsuka A, Kuwahata M, Hanabusa E, Furutani J, Kaneko I et al. Type IIc sodium-
dependent phosphate transporter regulates calcium metabolism. J Am Soc Nephrol 
2009;20:104-113.  
Seibel MJ. Nutrition and molecular markers of bone remodelling. Curr Opin Clin Nutr Metab Care 
2002;5:525-531. 
Shah BG, Krishnarao GV, Draper HH. The relationship of Ca and P nutrition during adult life and 
osteoporosis in aged mice. J Nutr 1967;92:30-42. 
Shah BG, Meranger JC. Effect of increased dietary phosphorus on calcium metabolism of young 
rats. Can J Physiol Pharmacol 1970;48:675-680. 
Shaikh A, Berndt T, Kumar R. Regulation of phosphate homeostasis by the phosphatonins and 
other novel mediators. Pediatr Nephrol 2008;23:1203-1210.  
Shea B, Wells G, Cranney A, Zytaruk N, Robinson V, Griffith L et al. Meta-analyses of therapies 
for postmenopausal osteoporosis. VII. Meta-analysis of calcium supplementation for the 
prevention of postmenopausal osteoporosis. Endocr Rev 2002;23:552–559. 
Shea B, Wells G, Cranney A, Zytaruk N, Robinson V, Griffith L  et al. Calcium supplementation 
on bone loss in postmenopausal women. Cochrane Database Syst Rev 2004;1: CD004526. 
Shimada T, Hasegawa H, Yamazaki Y, Muto T, Hino R, Takeuchi Y et al. FGF-23 is a potent 
regulator of vitamin D metabolism and phosphate homeostasis. J Bone Miner Res 
2004a;19:429-435. 
Shimada T, Kakitani M, Yamazaki Y, Hasegawa H, Takeuchi Y, Fujita T et al. Targeted ablation 
of Fgf23 demonstrates an essential physiological role of FGF23 in phosphate and vitamin D 
metabolism. J Clin Invest 2004b;113:561–568.  
Shimada, T, Mizutani S, Muto T, Yoneya T, Hino R, Takeda S et al. Cloning and characterization 
of FGF23 as a causative factor of tumor-induced osteomalacia. Proc Natl Acad Sci USA 
2001;98:6500–6505. 
Silverberg SJ, Bilezikian JP. Primary hyperparathyroidism. In: Rosen JF (ed.) Primer on the 
metabolic bone diseases and disorders of mineral metabolism, 7th edition. Washington DC: 






Silverberg SJ, Shane E, Clemens TL, Dempster DW, Segre GV, Lindsay R et al. The effect of oral 
phosphate administration on major indices of skeletal metabolism in normal subjects. J Bone 
Miner Res 1986;1:383-388. 
Silverberg SJ, Shane E, Luz del la Cruz RN, Serge GV, Clemens TL, Bilezikian JP. Abnormalities 
in parathyroid hormone secretion and 1,25-dihydroxyvitamin D3 formation in women with 
osteoporosis. N Engl J Med 1989;320:277-281. 
Slatopolsky E, Brown A, Dusso A. Role of phosphorus in the pathogenesis of secondary 
hyperparathyroidism. Am J Kidney Dis 2001;37:S54-S57. 
Slatopolsky E, Finch J, Denda M, Ritter C, Zhong M, Dusso A et al. Phosphorus restriction 
prevents parathyroid gland growth. High phosphorus directly stimulates PTH secretion in 
vitro. J Clin Invest 1996;97:2534-2540. 
Specker B, Binkley T. Randomized trial of physical activity and calcium supplementation on bone 
mineral content in 3- to 5-year-old children. J Bone Miner Res 2003;18:885-892. 
Spencer H, Kramer L, Osis D. Effect of calcium on phosphorus metabolism in man. Am J Clin 
Nutr 1984;40:219-225. 
Spencer H, Kramer L, Osis D. The effect of phosphorus on endogenous fecal calcium excretion in 
man. Am J Clin Nutr 1986;43:844-851. 
Spencer H, Kramer L, Osis D, Norris C. Effect of phosphorus on the absorption of calcium and on 
the calcium balance in man. J Nutr 1978;108:447-457. 
Strain JJ, Cashman KD. Minerals and trace elements. In: Gibney MK, Vorster HH, Kok FJ (eds.) 
Introduction to human nutrition. Oxford: Blackwell Publishing Company; 2005. 
Sullivan C, Sayre SS, Leon JB, Machekano R, Love TE, Porter D et al. Effect of food additives on 
hyperphosphatemia among patients with end-stage renal disease: a randomized controlled trial. 
JAMA 2009;301:629-635.  
Suurseppä P, Penttilä P-L, Hentonen S, Niemi E. Phosphate as an additive in foodstuffs. National 
Food Administration/Research Reports 12/2000. Helsinki: Elintarvikevirasto; 2001. 
Takeda E, Sakamoto K, Yokota K, Shinohara M, Taketani Y, Morita K, Yamamoto H, Miyamoto 
K, Shibayama M (2002) Phosphorus supply per capita from food in Japan between 1960 and 
1995. J Nutr Sci Vitaminol 2002;48: 102(abstract). 
Takeda E, Taketani Y, Morita K, Miyamoto K. Sodium-dependent phosphate co-transporters. Int J 
Biochem Cell Biol 1999;31:377-381. 
Talmage RV, Doppelt SH, Fondren FB. An interpretation of acute changes in plasma 45Ca 
following parathyroid hormone administration to thyroparathyroidectomized rats. Calcif 
Tissue Res 1976;22:117-128. 
Tam CS, Heersche JNM, Murray TM, Parsons JA. Parathyroid hormone stimulates the bone 
apposition rate independently of its resorptive action: differential effects of intermittent and 
continuous administration. Endocrinology 1982;110:506-512. 
Tang BM, Eslick GD, Nowson C, Smith C, Bensoussan A. Use of calcium or calcium in 
combination with vitamin D supplementation to prevent fractures and bone loss in people aged 
50 years and older: a meta-analysis. Lancet 2007;370:657-666. 
Tani Y, Sato T, Yamanaka-Okumura H, Yamamoto H, Arai H, Sawada N et al. Effects of 
prolonged high phosphorus diet on phosphorus and calcium balance in rats. J Clin Biochem 
Nutr 2007;40:221-228.   
Tatsumi S, Segawa H, Morito K, Haga H, Kouda T, Yamamoto H et al. Molecular cloning and 
hormonal regulation of PiT-1, a sodium-dependent phosphate cotransporter from rat 
parathyroid gland. Endocrinology 1998;139:1692-1699. 
Teegarden D, Legowski P, Gunther CW, McCabe GP, Peacock M, Lyle RM. Dietary calcium 
intake protects women consuming oral contraceptives from spine and hip bone loss. J Clin 






Teegarden D, Lyle RM, McCabe GP, McCabe LD, Proulx WR, Michon K et al. Dietary calcium, 
protein, and phosphorus are related to bone mineral density and content in young women. Am 
J Clin Nutr 1998;68:749-754. 
The FINDIET 1997 Study Group, National Public Health Institute. The dietary survey of Finnish 
adults. B8/1998, Helsinki: Public Health Institute; 1998. 
Theintz G, Buchs B, Rizzoli L, Slosman D, Clavien H, Sizonenko PC et al. Longitudinal 
monitoring of bone mass accumulation in healthy adolescents: evidence for a marked 
reduction after 16 years of age at the level of lumbar spine and femoral neck in female 
subjects. J Clin Endocrinol Metab 1992;75:1060-1065. 
Touitou Y, Touitou C, Bogdan A, Reinberg A, Motohashi Y, Auzéby A et al. Circadian and 
seasonal variations of electrolytes in aging humans. Clin Chim Acta 1989;180:245-254.  
Tucker KL, Morita K, Qiao N, Hannan MT, Cupples LA, Kiel DP. Colas, but not other carbonated 
beverages, are associated with low bone mineral density in older women: The Framingham 
Osteoporosis Study.  Am J Clin Nutr 2006;84:936-942. 
Uemura H, Irahara M, Yoneda N, Yasui T, Genjida K, Miyamoto K-I et al. Close correlation 
between estrogen treatment and renal phosphate reabsorption capasity. J Clin Endocrinol 
Metab 2000;85:1215-1219. 
Urho U-M, Hasunen K. Yläasteen kouluruokailu 1998. Sosiaali- ja terveysministeriön selvityksiä 
1995:5. Helsinki: Edita; 1999. 
Uribarri J. Phosphorus homeostasis in normal health and in chronic kidney disease patients with 
special emphasis on dietary phosphorus intake. Semin Dial 2007:20;295-301.  
Uribarri J. Phosphorus additives in food and their effect in dialysis patients. Clin J Am Soc 
Nephrol 2009;4:1290-1292.  
Uribarri J, Calvo MS. Hidden sources of phosphorus in the typical American diet: does it matter in 
nephrology? Semin Dial 2003;16:186-188. 
Uusi-Rasi K, Haapasalo H, Kannus P, Pasanen M, Sievänen H, Oja P et al. Determinants of bone 
mineralization in 8 to 20 year old Finnish females. Eur J Clin Nutr 1997;51:54-59. 
Villa I, Saccon B, Rubinacci A. Response to osteoclast activity inhibition assessed by the 
determination of C-telopeptide of type I collagen in serum. Clin Chem 2000;46:560-576. 
Välimäki M. Luusto ja mineraaliaineenvaihdunta. In: Välimäki M, Sane T, Dunkel L (eds.) 
Endokrinologia. Hämeenlinna: Kustannus Oy Duodecim; 2000. pp.190-257.  
Välimäki MJ, Kärkkäinen M, Lamberg-Allardt C. Exercise, smoking and calcium intake during 
adolescence and early adulthood as determinants of peak bone mass. BMJ 1994;309:230-235. 
Väänänen K. Luun elämänkaari. Duodecim 1996;112:2087- 2094. 
Wastney ME, Martin BR, Peacock M, Smith D, Jiang X-Y, Jackman LA, Weawer CM. Changes 
in calcium kinetics in adolescent girls induced by high calcium intake. J Clin Endocrinol 
2000;85:4470-4475.  
Watts NB. Clinical utility of biochemical markers of bone remodeling. J Clin Chem 
1999;45:1359-1368. 
Weaver CM. Assessing calcium status and metabolism. J Nutr 1990;120:1470-1473 (Suppl 11). 
Weaver CM, Martin BR, Ebner JS, Krueger CA. Oxalic acid decreases calcium absorption in rats. 
J Nutr 1987;117:1903-1906. 
Weaver CM, Martin BR, Plawecki KL, Peacock M, Wood OB, Smith DL et al. Differences in 
calcium metabolism between adolescent and adult females. Am J Clin Nutr 1995;61:577-581. 
Weisinger JR, Bellorin-Font E. Electrolyte quintet:magnesium and phosphorus. Lancet 
1998;352:391-396.  
Welten DC, Kemper HC, Post GB, Van Mechelen W, Twisk J, Lips P et al. Weight-bearing 
activity during youth is a more important factor for peak bone mass than calcium intake. J 






Welten DC, Kemper HC, Post GB, van Staveren WA. A meta-analysis of the effect of calcium 
intake on bone mass in young and middle aged females and males. J Nutr 1995;125:2802-
2813. 
Whiting SJ, Wood RJ. Adverse effects of high calcium diets in humans. Nutr Rev 1997;55:1-9.  
WHO. Assessment of osteoporotic fracture risk and its role in screening fro postmenopausal 
osteoporosis. Geneva: WHO Technical Report Series; 1994. 
Whybro A, Jagger H, Barker M, Eastell R. Phosphate supplementation in young men:lack of effect 
on calcium homeostasis and bone turnover. Eur J Clin Nutr 1998;52:29-33. 
Willet W. Nutritional Epidemiology. Hardcover Editions. 2nd ed. Oxford: Oxford Univ Pr; 1998. 
Williams KB, DeLuca HF. Characterization of intestinal phosphate absorption using a novel in 
vivo method. Am J Physiol Endocrinol Metab 2007;292:E1917–E1921. 
Wilz DR, Gray RW, Dominguez JH, Lemann J Jr. Plasma 1,25-(OH)2-vitamin D concentrations 
and net intestinal calcium, phosphate, and magnesium absorption in humans. Am J Clin Nutr 
1979;32:2052-2060. 
Winzenberg T, Jones G. Recommended calcium intakes in children: Have we set the bar too high. 
IBMS BoneKEy 2008;5:59-68.  
Wosje KS, Specker BL. Role of calcium in bone health during childhood. Nutr Rev 2000;58:253-
268. 
Wyshak G. Teenaged girls, carbonated beverage consumption, and bone fractures. Arch Pediatr 
Adolesc 2000;154:610-613. 
Yan L, Schoenmakers I, Zhou B, Jarjou LM, Smith E, Nigdikar S et al. Ethnic differences in 
parathyroid hormone secretion and mineral metabolism in response to oral phosphate 
administration. Bone 2009;45:238-245. 
Yang RS, Liu TK, Tsai KS. The acute metabolic effects of oral tricalcium phosphate and calcium 
carbonate. Calcif Tissue Int 1994;55:335-341. 
Yano K, Heilbrun LK, Wasnich RD, Hankin JH, Vogel JM. The relationship between diet and 
bone mineral content of multiple skeletal sites in elderly Japanese-American men and women 
living in Hawaii. Am J Clin Nutr 1985;42:877-888. 
Yates AJ, Oreffo RO, Mayor K, Mundy GR. Inhibition of bone resorption by inorganic phosphate 
is mediated by both reduced osteoclast formation and decreased activity of mature osteoclast. J 
Bone Miner Res 1991;6:473-478.  
Yhtyneet Medix Laboratoriot. Laboratoriokäsikirja (cited 2009 Jul 12). Available from: 
http//www.medix.fi. 
Yoshida T, Yoshida N, Monkawa T, Hayashi M, Saruta T. Dietary phosphorus deprivation induces 
25-hydroxyvitamin D3 1(alpha)-hydroxylase gene expression. Endocrinology 2001;142:1720-
1726. 
Yu X, White KE. FGF23 and disorders of phosphate homeostasis. Cytokine Growth Factor Rev 
2005;16:221-232. 
Zemel MB, Linkswiler HM. Calcium metabolism in the young adult male as affected by level and 
form of phosphorus intake and level of calcium intake. J Nutr 1981;111:315-324. 
Zhang MY, Wang X, Wang JT, Compagnone NA, Mellon SH, Olson JL et al. Dietary phosphorus 
transcriptionally regulates 25-hydroxyvitamin D-1alpha-hydroxylase gene expression in the 
proximal renal tubule. Endocrinology 2002;143:587-595.  
Zitterman A. Vitamin D in preventive medicine: are we ignoring the evidence? Br J Nutr 
2003;89:552-572. 
Zittermann A, Bock P, Drummer C, Scheld K, Heer M, Stehle P. Lactose does not enhance 
calcium bioavailability in lactose-tolerant, healthy adults. Am J Clin Nutr 2000;71:931-936. 
 
 
